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(57) Abstract: The use of a compound of fonnula (I) or a salt, ester, amide or prodrug thereof; where X is O, or S, S(0) or S(0)i, 
NH or NR« where R« is hydrogen or C,^ alkyl; R» is selected from a group NHC(0)OR', NHC(0)R» NHS(0)2R^ C(0)R». 
C(0)OR» S(0)R'. S(0)OR', S(0),OR«, C(0)NR» R«». S(0)NRi»R" S(0)ONR««R««, where R» R" or R" are various specified 
oiganic groups; R« is hydrogen, optionally substituted hydrocarbyl or optionally substituted heterocyclyl; R' and R' arc various 
specified oiganic groups, and R». R^ R^ R* are independently selected fiom halogeno. cyano. nilro, Ci.jalkylsulphanyl, -N(OH)R»*. 
(wherein R' is hydrogen, or Q.jallcyl). or R»'X>-(whercin X' represents a direct bond. -CHj-. -OCX)-, caibonyl. -S-. -SO-. 
-SOr. -NR'«CO-. <X)NR»^. -SOjNR»«-. -NR"SO,. or -NR«.(wherein R'*. R<» and R" each indcpcndcnUy represents hydrogen. 
(:i.3alkyl or Ci.jalkoxy Ci.jalkyl). and R' is hydrogen, optionally substituted hydrocarbyl, optionally substimted heterocyclyl or op- 
tionally substituted alkoxy ; in the preparation of a medicament for use in the inhibition of aurora 2 kinase. 



V 
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For two4eiUr codes and other abbreviations, refer to the "Gutd- 
ance Notes on Codes and Abbreviations" i^pearing at tke begin- 
ning of each regular issue of the FCT Gazette. 
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QUINAZOLINE DERIVATIVES AUD THEIR USE AS PHARMACEUTICALS 

The present invention relates to certain quinazoline derivatives for use in the 
treatment of certain diseases in particular to proliferative disease such as cancer and in 
5' the preparation of medicanients for use in the treatment of proliferative disease, to 
novel quinazoline compounds and to processes for their preparation, as well as 
pharmaceutical compositions containing them as active ingredient. 

Cancer (and other hyperproiiferative disease) is characterised by uncontrolled 
cellular proliferation. This loss of the normal regulation of cell proliferation often 

10 appears to occur as the result of genetic damage to cellular pathways that control 
progress through the cell cycle. 

In eukaiyotes, the cell cycle is largely controlled by an ordered cascade of 
protein phosphorylation. Several families of protein kinases that play critical roles in 
this cascade have now been identified. The activity of many of these kinases is 

15 increased in human tumours when compared to nomiai tissue. This can occur by either 
increased levels of expression of the protein (as a result of gene amplification for 
example), or by changes in expression of co activators or inhibitory proteins. 

The first identified, and most widely studied of these cell cycle regulators have 
been the cyciin dependent kinases (or CDKs). Activity of specific CDKs at specific 

20 times is essential for both initiation and coordinated progress through the cell cycle For 
example, the CDK4 protein appears to control entry into the cell cycle (the GO-Gl-S 
transition) by phosphorylating the retinoblastoma gene product pRb. This stimulates 
the release of the transcription factor E2F from pRb, which then acts to increase the 
transcription of genes necessary for entry into S phase . The catalytic activity of CDK4 

25 is stimulated by binding to a partner protein^ Cyciin D. One of the first demonstrations 
of a direct link between cancer and the cell cycle was made with the observation that 
the Cyciin Dl gene was amplified and cyciin D protein levels increased (and hence the 
activity of CDK4 increased) in many human tumours (Reviewed in Sherr, 1996, 
Science 274: 1672-1677; Pines, 1995, Seminars in Cancer Biology 6: 63-72). Other 

30 studies (Loda et al., 1997, Nature Medicine 3(2): 231-234; Genuna et al., 1996, 
International Journal of Cancer 68(5): 605-1 1; Elledge et al. 1996, Trends in Cell 
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Biology 6; 388-392) have shown that negative regulators of CDK function are 
frequently down regulated or deleted in human tumours again leading to inappropriate 
activation of these kinases. 

More recently, protein kinases that are structurally distinct from the CDK 
5 family have been identified which play critical roles in regulating the cell cycle and 
which also appear to be important in oncogenesis. These include the newly identified 
human homologues of the Drosophila aurora and Sxerevisiae Ipll proteins. 
Drosophila aurora and Sxerevisiae Ipll, which are highly homologous at the amino 
acid sequence level, encode serine/threonine protein kinases. Both aurora and Ipll are 

10 known to be involved in controlling the transition from the G2 phase of the cell cycle 
through mitosis, centrosome fimction, formation of a mitotic spindle and proper 
chromosome separation / segregation into daughter cells. The two human homologues 
of these genes, termed auroral and aurora2, encode cell cycle regulated protein 
kinases. These show a peak of expression and kinase activity at the G2/M boundary 

jl5 (aurora2) and in mitosis itself (auroral). Several observations implicate the 

involvement of human aurora proteins , and particularly aurora2 in cancer. The auroral 
gene maps to chromosome 20ql3, a region that is frequently amplified in human 
tumours including both breast and colon tumours. Aurora2 may be the major target 
gene of this ampHcon, since aurora2 DNA is amplified and aurora2 mRN A 

20 overexpressed in greater than 50% of primary human colorectal cancers. In these 
tumours aurora2 protein levels appear greatly elevated compared to adjacent normal 
tissue. In addition, transfection of rodent fibroblasts with human aurora2 leads to 
transformation, conferring the ability to grow in soft agar and foim tumours in nude 
mice(Bischoffetal., 1 998, The EMBO Journal. 17(11): 3052-3065). Otherwork 

25 (Zhou et al., 1998, Nature Genetics. 20(2): 189-93) has shown that artificial 

overexpression of aurora2 leads to an increase in centrosome number and an increase 
in aneuploidy. 

Importantly, it has also been demonstrated that abrogation of aurora2 
expression and function by antisense oligonucleotide treatment of human tumour cell 
30 lines (WO 97/22702 and WO 99/3778) leads to cell cycle arrest in the G2 phase of the 
cell cycle and exerts an antiproliferative effect in these tumour cell lines. This 
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indicates that inhibition of the function of aurora2 will have an antiproliferative effect 
that may be useful in the treatment of human tumours and other hyperproliferative 
diseases. 

A number of quinazoline derivatives have been proposed hitherto for use in the 
5 inhibition of various kinases. For example, WO 96/09294, WO 96/33981 and EP 
0837 063 describe the use of certain quinazoline compounds as receptor tyrosine 
kinase inhibitors, which may be useful in the treatment of proliferative disease. 

The aOT>licants have found a series of compounds which inhibit tfie effect of the 
aurora2 kinase and which are thus of use in the treatment of proliferative disease such 
10 as cancer, in particular in such diseases such as colorectal or breast cancer where 
aurora 2 kinase is known to be active. 



15 or a salt, ester, amide or prodrug thereof; 

where X is O, or S, S(0) or S(0)2.NH or NR*^ where R'^ is hydrogen or C^alkyl; 

is selected from a group NHC(0)OR^ NHC(0)R^ NHS(0)2R^ . C(0)R^ 
C(0)OR^ S(0)R^ S(0)OR^ S(0)20R', C(0)NR'° R", S(0)NR"^" 
S(0)ONR^*^' " where R', R'® or R" are independenUy selected from hydrogen, 

20 optionally subsitituted hydrocarbyl and optionally substituted heterocyclyl and R'° and 
R" togetiier with the nitrogen atom to which tiiey are attached may additionally form 
an optionally susbtituted heterocyclic ring which optionally contains further 
heteroatoms; 



The present invention provides the use of a compound of formula (T) 




G) 
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is hydrogen, optionally subsitituted hydrocarbyl or optionally substituted 
heterocyclyl; 

r' and are independently selected from hydrogen, halo,CMalkyl, Cm alkoxy, 
CMalkoxymethyl, di(CMalkoxy)methyl, CMalkanoyI, trifluoromethyl, cyano, amino, 
5 C^.salkenyl, C2-salkynyl, a phenyl group, a benzyl group or a S-6-membered 

heterocyclic group with 1-3 heteroatoms, selected independently from 0, S and N, 
which heterocyclic group may be aromatic or non-aromatic and may be saturated 
(linked via a ring carbon or nitrogen atom) or unsaturated (linked via a ring carbon 
atom), and which phenyl, ben^l or heterocyclic group may bear on one or more ring 
10 carbon atoms up to 5 substituents selected from hydroxy, halogeno, Cioalkyl, 
Ci.^alkoxy, Cwalkanoyloxy, trifluoromediyl, cyano, amino, nitro, C2wialkanoyl, 
CMalkanoylamino, CMalkoxycarbonyl. CMalkylsulphanyl, CMalkylsulphinyl, 
CMalkylsulphonyl, carbamoyl, N-CMalkylcarbamoyl, N,N-di(CMalkyl)carbamoyl, 
aminosulphonyl, N-CMalkylaminosulphonyl, liN-di(Ci^alkyl)aminosulphonyl, 
15 CMalkylsulphonylamino, and a saturated heterocyclic group selected from 

morpholino, thiomorpholino, pyrrolidinyl, piperazinyl, piperidmyl, imidazolidinyl and 
pyrazolidinyl, which saturated heterocyclic group may bear 1 or 2 substituents selected 
from oxo, hydroxy, halogeno, Ci-aalkyl, Cuaalkoxy, daalkanoyloxy, trifluoromethyl, 
cyano, amino, nitro and CMalkoxycarbonyl, and 
20 R', R^ R^, R^ are independently selected from halogeno, cyano, nitro, 

C|.3alkylsulphanyl, .N(OH)R"- (wherein R'^ is hydrogen, or Ci,3alkyl), or R^^X'- 
(M^erein X' represents a direct bond, -0-, -CH2-, -OCO-, carbonyl, -S-, -SO-, -SCb-. 
-NR»^GO-, -CONR'*-, -S02NR'^ -NR'^SOj- or -NR'^ (wherein R"^ R^^ and R'» 
each independently represents hydrogen, Cioalkyl or Ci.3alkoxyC2.3alkyl), and R'^ is 
25 hydrogen, optionally substituted hydrocarbyl, optionally substituted heterocyclyl or 
optionally substituted alkoxy; 

in the preparation of a medicament for use in the inhibtion of aurora 2 kinase. 

In particular, such medicaments are usefiil in the treatment of proliferative 
disease such as cancer, and in particular cancers where aurora 2 is upregulated such as 
30 colon or breast cancers. 
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In this specification the tenn 'alkyl* when used either alone or as a suffix 
includes straight chained, branched structures. Unless otherwise stated, these groups 
may contain up to 10, preferably up to 6 and more preferably up to 4 carbon atoms. 
Similarly the terms "aikenyl" and "alkynyl" refer to unsaturated straight or branched 
S structures containing for example from 2 to 10, preferably from 2 to 6 carbon atoms. 
Cyclic moieties such as cycloalkyl, cycloalkenyl and cycloalkynyl are similar in nature 
but have at least 3 carbon atoms. Terms such as "alkoxy" comprise allgrl groups as is 
understood in the art 

The term ''halo*" includes fluoro, chloro, bromo and iodo. References to aiyl 
io groups include aromatic carbocylic groups such as phenyl and naphthyl. The term 
"hetenx^clyl" includes aromatic or non-aromatic rings, for example containing from 4 
to 20, suitably firom S to 8 ring atoms, at least one of which is a heteroatom such as 
oxygen, sulphur or nitrogen. Examples of such groups include fiiryl, thienyl, pyrrolyl, 
pyrrolidinyl, imidazolyl, triazolyl, thiazolyl, tetrazolyl, oxazolyl, isoxazolyl, pyrazolyl, 
15 pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, triazinyl, quinolinyl, isoquinolinyl, 

quinoxalinyl, benzothiazolyl, benzoxazolyl, benzothienyl or benzofuryl. Examples of 
non-aromatic heterocyclyl groups include morpholino, piperidino, azetidine, 
tetrahydrofiuyl, tetrahydropyridyl. In the case of bicyclic rings, these may comprise an 
aromatic and non-aromatic portion. 
20 ''Heteroaryl" refers to those groups described above which have an aromatic 

character. The term '^aralkyr refers to aryl substituted alkyl groups such as benzyl. 

Other expressions used in the specification include "hydrocarbyF' which refers 
to any structure comprising carbon and hydrogen atoms. The moiety may be saturated 
or unsaturated. For example, these may be allqrl, alkenyl, alkynyl, aryl, aralkyl, 
25 cycloalkyl, cycloalkenyl or cycloalkynyl, or combinations thereof. 

Examples of such combinations are alkyl. alkenyl or alkynyl substituted with 
aryl. aralkyl, cycloalkyl, cycloalkenyl or cycloalkynyl, or an aryl, heterocyclyl, alkoxy, 
aralkyl, cycloalkyl, cycloalkenyl or cycloalkynyl substituted with alkyl, alkenyl, 
alkynyl or alkoxy, but others may be envisaged. 
30 In particular hydrocarbyl groups include alkyl, alkenyl, alkynyl, aiyl, aralkyl, 

cycloalkyl, cycloalkenyl or cycloalkynyl. 
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The term "functional group" refers to reactive substituents such as nitro, 
cyano, halo, oxo. <:r"r''. C(0)xR'^ OR"", S(0)yR''. NR'«R^ C(0)NR 
OC(0)NR"R''. =NOR". -NR"C(0)xR^ -NR"CONR"r". -N=CR'«R", 
S(0)yNR"'R'» or .NR''S(0)yR'« where R" , R'« and R" are independenUy selected. 
5 from hydrogen, optionally substituted hydrocarbyl, optionally substituted hetercyclyl 
or optionally substituted alkoxy, or R'* and R" together form an optionally substituted 
ring which optionally contains fiuther heteroatoms such as oxygen, nitrogen, S, S(0) 
or S(0)2, M/here x is an integer of I or 2, y is 0 or an integer of 1-3. 

Suitable optional substituents for hydrocarbyl, heterocyclyl or alkoxy groups 
10 r", R'* and R" as well as rings formed by R" and R" include halo, perhaloalkyl 
such as trifluoromethyl, mercapto, thioalkyl, hydroxy, carboxy, alkoxy, heteioaiyl, 
hetero'aryloxy, cycloalkyl, cycloalkenyl, cycloalkynyl, alkenyloxy, alkynyloxy. 
alkoxyalkoxy, aryloxy (where the aryl group may be substituted by halo, nitro, or 
hydroxy), cyano, nitro, amino, mono- or di-alkyl amino, oximino or S(0)yR'" where y 
15 is as defined above and R'* is a hydrocarbyl group such as alkyl. 

In particular, optional substituents for hydrocarbyl, hetercyclyl or alkoxy 
groups R", R^' and R^' include halo, perhaloallgrl such as trifluoromeUiyl, mercapto, 
hydroxy, carboxy, alkoxy, heteroaryl, heteroaryloxy,, alkenyloxy, alkynyloxy, 
alkoxyalkoxy, aiyloxy (where the aiyl group may be substituted by halo, nitro, or 
20 hydroxy), qrano, nitro, amino, mono- or di-alkyi amino, oximino or S(0)yR'" where y 
is as defined above and R*" is a hydrocarbyl group such as alkyl. 

Certain compounds of formula (I) may include a chiral centre and the invention 
includes the use of all enantiomeric forms tiiereof, as well as mixtures thereof 
including racemic niixtures. 
25 In particular, R" is hydrogen or an alkyl group, optionally substituted with one 

or more groups selected fiwm fimctional groups as defmed above, or alkenyl, alkynyl, 
aryl, heterocyclyl, cycloalkyl, cycloalkenyl or cycloalkynyl, any of which may be 
substituted witii a functional group as defined above, and where any aryl, heterocyclyl, 
cycloalkyl, cycloalkenyl, cycloalkynyl groups may also be optionally substituted with 
30 hydrocarbyl such as alkyl, alkenyl or alkynyl. . 

For example, R" is selected from one of the following twenty-two groups: 
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1) hydrogen or Ci.salkyl which may be unsubstituted or which may be substituted with 
one or more functional groups; 

2) -R^^C(0)R'^ (wherein represents -O- or -NR^^- (in which R^^ represents 
hydrogen, or alkyl optionally substituted with a functional group) and R^^ represents 

5 Cioalkyl, -NR^^R^ or -OR" (wherein R^', R^ and R^ which may be the same or 
different each represents hydrogen, or alkyl optionally substituted with a functional 
group); 

3) -R'^^R^^ (wherein represents -0-. .C(OK -S-, -SO, -SO2-, -0C(0)-, 
-NR^^C(0),., .C(0)NR^^ -SO2NR"-. -NR^SOi- or -NR^^- (wherein R^, R^. r", 

10 R^* and R^ each independently represents hydrogen, or alkyl optionally substituted 
with a functionial group and s is 1 or 2) and R^^ represents hydrogen, hydrocarbyl (as 
defined herein) or a saturated heterocyclic group, wherein the hydrocarbyl or 
heterocyclic groups may be optionally substituted by one or more functional groups 
and the hetat)cyclic groups may additionally be substituted by a hydrocarbyl group; 

15 4) -R'^X^R** X^R^^ (wherein X^ and X^ which may be the same or different are each 
.0-, .C(0)-, -S-, -SO-, .SO2-, -0C(0)-, -NR^'C(0)s-, -C(0)xNR^^ -SOzNR^^-, 
-NR^S02- or -NR^^. (wherein E?\ R^ and R^* each independently 
represents hydrogen or alkyl optionally substituted by a functional group and s is 1 or 
2) and R^^ represents hydrogen, or alkyl optionally substituted by a functional group; 
20 5) R^* wherein R^^ is a C„ cycloalkyl or saturated heterocyclic ring (linked via carbon 
or nitrogen), which cycloalkyl or heterocyclic group may be substituted by one or more 
functional groups or by a hydrocarbyl or heterocyclyl group which hydrocarbyl or 
heterocyclyl group may be optionally substituted by one or more functional groups; 
6) -R^'R^^ (wherein R^^ is as defined hereinbefore); 
25 7) . R*R^^ (wherein R^^ is as defined hereinbefore); 

8) .R^R^^ (wherein R^* is as defined hereinbefore); 

9) R^^ (wherein R^^ represents a pyridone group, an aryl group or an aromatic 
heterocyclic group (linked via carbon or nitrogen) with 1-3 heteroatoms selected from 
O, N and S, which pyridone, aryl or aromatic heterocyclic group may be substituted by 

30 one or more functional groups or by a hydrocarbyl group optionally substituted by one . 
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or more functional groups or heterocyclyl groups, or by a heterocyclyl group optionaUy 
susbsituted by one or more functional groups or hydrocarbyl groups; 

10) (wherein R" is as defined hereinbefore); 

1 1) -R''R" (wherein R" is as defined hereinbefore); 

12) -R' R" (wherein R" is as defined hereinbefore); 

13) -R^ X^" (wherein X* represents -0-, -S-, -SO-, -SOj-, -OC(0)-, -NR*^C(0>, 
-C(0)NR«.. -SQjNR^ .NR«SOj- or-NR^- (wherein R^ R« R^. R« and R^'each 
independentiy represents hydrogen, or alkyl optionally substituted with a functional 
group) and R" is as defined hereinbefore); 

14) -rVr" (wherein X' represents -0-. -C(0>. -S-, -SO-. -SO2-, -0C(0)-, 
-NR*'C(OK -C(0)NR«-. .S02NR*»-, -NR^^SOj- or -NR^'- (wherein R"'. R« R^'. R« 
and R" each independently represents hydrogen, or alkyl optionally substihited with a 
functional group) and R^' is as defined hereinbefore); 

15) -R"X'r" (wherein X' represents -0-, -C(OK -S-, -SO-, -SO2-, -0C(0)-, 
-NR«C(OK -C(0)NR«-. -SOzNR^., -NR^SOi- or -NR^*- (wherein R« R«, R", R« 
and each independently represents hydrogen, hydrogen, or alkyl optionaUy 
substituted witii a functional group) and R" is as defined hereinbefore); 

16) -R" XVr" (wherein x' represents -O-, -C(OK -S-, -SO-. -SO2-, -OC(OK 
-NR"C(0)-. -C(0)NR"-. -SOaNR^'-, -NR«>S02- or -NR^'- (wherein R", R", R«, R» 
and R" each independentiy represents hydrogen, hydrogen, or alkyl optionally 
substituted witii a functional group) and R" is as defined hereinbefore); 

1 7) -R" X'-R'^ R^* (wherein X' and R^* are as defined hereinbefore); 

1 8) Ca-salkenyl which may be unsubstituted or which may be substituted wiUi one or 
more functional groups; 

19) C2.5alkynyl which may be unsubstituted or which may be substituted widi one or 
more functional groups; 

20) -R'X^' R^' (wherein X' and R^« are as defined hereinbefore); 

21) -R" X* R" R'< (wherein X' and R^* are as defined hereinbefore); and 

22) - R* R"CR*')<,(X%R"(wherein X' is as defined hereinbefore, q is 0 or 1, r is 0 or 1 
and R is a Coalkylene group or a cyclic group selected fiom divalent cycloalkyi or 
heterocyclic grdup, which Cjalkylene group may be substituted by one or more 
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functional groups and which cyclic group may be substituted by one or more 
functional groups or by a hydrocarbyl group optionally substituted by one or more 
functional groups or heterocyclyl groups, or by a heterocyclyl group optionally 
subsituted by one or more functional groups or hydrocarbyl groups; and R" is 
5 hydrogen. Cjalkyl, or a cyclic group selected from cycloalkyi or heterocyclic group, 
which C,.3alkyl group may be substituted by one or more functional groups and which 
cycUc group may be substituted by one or more may be substituted by one or more 
functional groups or by a hydrocarbyl group optionally substituted by one or more 
functional groups or heterocyclyl groups, or by a heterocyclyl group optionally 
10 substituted by one or more functional groups or hydrocarbyl groups; 

and wherein R\ R^ . R«. R'", R- rs Ri. r", r"' rp rp«, r.; rv ^ 

independently selected from C^alkylene groups optionally substitued by one or more 
substituents functional groups, 

R* R^ R" and R' are independentiy selected from C2^alkenylene groups optionally 
1 5 substituted by one or more functional groups, and 

R^, R'. R" and R" are independentiy selected from Ca^kynylene groups optionally 
substituted by one or more functional groups. 

Particular example of tiie following twenty-two groups for R" are: 

1) hydrogen or Ci.salkyl which may be unsubstituted or which may be substitiited witfj 
20 one or more groups selected fiom hydroxy, oxiranyl. fluoro, chloro, bromo and amino 

(including C|.3alkyl and trifluoromediyl); 

2) -R"x2c(0)R" (wherein represents -O- or -NR^*- (in which R^" represents 
hydrogen, Cjalkyl or CjalkoxyCj.jalkyl) and R" represents C.ljalkyl, -NR^'r^^ or 
-0R» (wherein R^', R^' and R» which may be tiie same or differcnt each represents 

25 hydrogen, Cusalkyl, hydroxyCi.salkyI or C,.3alkoxyC2-3alkyl)); 

3) -R"^3r2* (wherein represents -0-, ^(O)-, -S-, -SO-, -SO2-. -OC(OK 
-NR2'C(0),-, -NR^'C(0)NR»-, -C(0)NR^'-, -SO2NR"-, -NR^SOj- or-NR» 
(wherein R", R^*, r", r2« and R^ each independently represents hydrogen, Ci.aalkyI, 
hydroxyC,.,alkyl or CoalkoxyCj-jalkyl and s is I or 2) and R^* represents hydrogen. 

30 Ci^kyl, Q^alkenyl, or a cyclic groups selected from cyclopropyl, cyclobutyl, 

cyclopentyl. cyclohexyl, phenyl or a 5-6-membered saturated heterocyclic group witii 
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1-2 heteroatoms, selected independently from O, S and which Ci^kyl group may 
bear 1, 2 or 3 substituents selected from oxo, hydroxy, halogeno, cyclopropyl, amino, 
Ci^alkylamino, di-CMalkylamino , CMalkylthio, CMaikoxy and which cyclic group 
may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, 
5 CMcyanoalkyl, Ci^alkyl, Ci^ydroxyalkyl, CMaikoxy, CMalkoxyCMalkyI, 
CMalkylsulphonyiCMalkyI, Ci^alkoxycarbonyl, CMaminoalkyl, Ci^alkylamino, 
di(Ci-4alkyl)amino, CMalkylaminoCMalkyI, di(CMaikyl)aminoCMalkyl, CMalkanoyl, 
CMalkylaminoCMaikoxy, di(CMalkyl)aminoCMalkoxy and a groiq> -(-0-)f(R^ 
(wherein f is 0 or 1 , g is 0 or 1 and ring D is a cyclic group selected from 
10 Ca^ycloalkyl, aryl or S-6-membered saturated or unsaturated heterocyclic group with 
1-2 heteroatoms, selected independently from O, S and N, which cyclic group may 
bear one or more substituents selected from halo and CMalkyl)); 

4) -R'^X^R*' X^R^® (wherein and X^ which may be the same or different are each 
-0-, -C(0>, -S-, -SO-, -SO2-, -NR^'C(0)s-, -C(0)xNR^2-, -S02NR^\ -NR^^S02- or 

15 -NR^^- (wherein R^^, R^\ R^"* and R^^ each independently represents hydrogen, 
Cjoalkyl, hydroxyCi^alkyl or C|.3alkoxyC2.3alkyl and s is 1 or 2) and R^^ represents 
hydrogen, Cioalkyl, hydroxyC,.,alkyl or CioalkoxyC2.3alkyl); 

5) R^^ (wherein R^^ is a 4-6-membered cycloalkyl or saturated heterocyclic ring (linked 
via carbon or nitrogen) with 1-2 heteroatoms, selected independently from O, S and N, 

20 which cycloalkyl or heterocyclic group may bear 1 or 2 substituents selected from 0x0, 
hydroxy, halogeno, cyano, C^alkyl, hydroxyCMalkyl, q^anoC.^kyl, cyclopropyl, 
CMalkylsulphonyiCMalkyI, CMalkoxycarbonyl, carboxamido, CMaminoalkyl, 
CMalkylamino, di(CMalkyl)amino, CMalkylaminoCMalkyI, Ci^alkanoyl, 
di(CMalkyl)aminoCi^alkyl, CMalkylaminoCMalkoxy, di(CMalkyl)aminoCMalkoxy 

25 nitro, amino, Ci^alkoxy, CMhydroxyalkoxy, carboxy, trifluoromethyl, 

-C(0)NR3*R^^ -NR^C(0)R^* (wherein R", R^^ R'° and R'\ which may be the same 
or different, each represents hydrogen, CMalkyl, hydroxyCMalkyl or 
Ci.aalkoxyCaoalkyl) and a group -(-0-)j(CMalkyl)gringD (wherein f is 0 or 1 , g is 0 or 
1 and ring D is a cyclic group selected from C3-6cycloalkyl, aryl or 5-6-membered 

30 saturated or unsaturated heterocyclic group with 1 -2 heteroatoms, selected 
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independently from O, S and which cyclic group may bear one or more substituents 
selected from halo and CMalkyl); 

6) -R^R^^ (wherein is as defined hereinbefore); 

7) - RTl^^ (wherein R^^ is as defined hereinbefore); 
5 8) -R^ R^^ (wherein R ■ ^ is as defined herembefore); 

9) R^^ (wherein R^^ represents a pyridone group, a phenyl group or a S-6-membered 
aromatic heterocyclic groiq) (linked via carbon or nitrogen) with 1-3 heteroatoins 
selected from O, N and S, which pyridone, phenyl or aromatic heterocyclic group may 
cany up to S substituents selected firom hydroxy, nitro, halogeno, amino, CMalkyl, 

10 CMalkoxy, CMhydroxyalkyl, CMaminoalkyl, CMalkylamino, CMhydroxyalkoxy, 
0X0, cyanoCMdlkyl, cyclopropyl, CMall^lsulphonylCMalkyl, CMalkoxycarbonyl, 
di(C|.4alkyl)amino, Ct-4alkylaminoCMalkyl, CMalkanoyI, di(CMalkyl)amihoCMalkyl, 
CMalkylaminoCMalkoxy, di(CMalkyI)aminoCMalkoxy, carboxy, carboxamido, 
trifluoiomethyl, cyano, .C(0)NR^*R^', -NR^C(0)R^* (wherein R^, R^^ R^^ and R^\ 

1 5 which may be the same or different, each represents hydrogen, C i ^alkyl, 

hydroxyCi^alkyl or Ci.3alkoxyC2.3alkyl) and a group -(-0-)i(CMalkyl)gringD (wherein 
f is 0 or 1 , g is 0 or 1 and ring D is a cyclic group selected from Cj^cycloalkyl, aryl or 
5*6-membered saturated or unsaturated heterocyclic group with 1-2 heteroatoms, 
selected independently from O, S and N, which cyclic group may bear one or more 

20 substituents selected from halo and CMalkyl); 

10) -R^R" (wherein R^^ is as defined hereinbefore); 

11) -R^R^^ (wherein R^^ is as defined hereinbefore); 

12) -R' R^^ (wherein R" is as defined hereinbefore); 

13) -R^ X^R^' (wherein X* represents -0-, -C(OK -S-, -SO:, -SO2-, -00(0)-, 

25 -NR^^C(0)-, .C(0)NR^-, -SOiNR^-, -NR^^SOi- or -NR^. (wherein R^^ R'\ R^, R^^ 
and R*^ each independently represents hydrogen, Ci^alkyl, hydroxyCualkyl or 
Ci.3alkoxyC2.3alkyl) and R^' is as defined hereinbefore); 

14) .R'^X^R^^ (wherein X^ represents -0-, -C(0)-, -S-, -SO-, -SO2-, -NR^^C(O)-, 
-C(0)NR^*-, -SCbNR'^-, -NR^^SOa- or -NR^'- (wherein R^^ R'^ R^^ R^° and R^' each 

30 independently represents hydrogen, Cioalkyl, hydroxyCjalkyl or Ci.salkoxyCi.aalkyl) 
and R^^ is as defined hereinbefore); 
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15) -R"X»R'' (wherein X" represents -0-, -C(0)-, -S-, -SO-. -SO2-, -NR*^C(OK 
-C(0)NR"-. -SOjNR^ , -NR^SOr or -NR". (wherein R« R». R^^ r's ^ r56 
independently represents hydrogen, Cjalkyl. hydroxyC,.,alkyI or CioailcoxyCMalkyi) 
and R^' is as defined hereinbefore); 

16) -R" xVr" (wherein X' represents -0-. -C(OK -SO-. -SCb-. -NR"C(0K 
-C(0)NR^\ -SOiNR^'., .NR«»S02. or -NR*'- (wherein R", R« R» r« and R«' each 
independently represents hydrogen. Ci.aalkyI, hydroxyC,^kyl or C|.3alkoxyC2.3alkyi) 
and R^^ is as defined hereinbefore); 

. 17) -RPx'-RP'r'* (wherein X» and R'«are as defined hereinbefore); 

18) C2.salkenyl which may be unsubstituted or which may be substituted with one or 
more groups selected fijom hydroxy, fluoro, amino, CMalkylamino. carboxy (and 
particularly alkyi esters thereof,) N^-di(C,^alkyl)amino, aminosulphoriyl, 
N-CMalkylaminosulphonyl and H^-di(CMalkyl)aminosuIphonyl; 

19) C2-5alkynyl which may be unsubstituted or which may be substituted with one or 
more groups selected fiom hydroxy, fluoro, amino, CMalkylamino, 
N,N-di(CMalkyl)amino, aminosulphonyl, N-^^Malkylaminosulphonyl and 
N,N-di(CMalM)aminosuIphonyl; 

20) -R'XV r'« (wherein x' and R^ are as defined hereinbefore); 

21) -R" X' R"'r'« (wherein X* and R^^ire as defined hereinbefore); and 

22) - R' R«(R'''),(X^R»(where^n X» is as defined hereinbefore, q is 0 or 1, r is 0 or 1. 
and R*" is a Ctoalkylene group or a cyclic group selected fiom cycloproj^rlene, 
cyclobutylene, cyclopentylene, cyclohexylenc or a 5-6-membered saturated 
heterocyclic group with 1-2 heteroatoms, selected independently from O, S and N, 
which Cuaalkylene group may bear 1 or 2 substituents selected from 0x0, hydroxy, 
halogeno and Cwalkoxy and which cyclic group may bear 1 or 2 substituents selected 
from 0x0. hydroxy, halogeno, cyano, CMcyanoalkyl, Cwalkyl, CMhydroxyalkyl, 
CMalkoxy, Ci^alkoxyCualkyl, CMalkylsuIphonylCMalkyI, CMalkoxycarbonyl, 
CMaminoalkyl, CMalkylamino, di(CMaIkyl)amino, Ci^aJkylaminoCMalkyl, 
di(CMalkyI)aminoCMalkyl, CMalkylaminoCMalkoxy. di(CMalkyi)aminoCMalkoxy 
and a group -(-0-)KC,^alkyl)gringD (wherein f is 0 or 1, g is 0 or I and ring D is a 
cyclic group selected fiom Cwcycloalkyl. aryl or 5-6-memberBd saturated or 
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unsaturated heterocyclic group with 1-2 heteroatoms, selected independently from O, S 
and N, which cyclic group may bear one or more substituents selected from halo and 
CMalkyl);and is hydrogen, Ci-salkyl, or a cyclic group selected from cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl and a S*6-membered saturated or unsaturated 
5 heterocyclic group with 1-2 heteroatoms, selected indq>endently from O, S and N, 
which Ci.salkyl group may bear 1 or 2 substituents selected from oxo, hydroxy, 
halogeno, CMalkoxy and which cyclic group may bear I or 2 substituents selected 
from oxo, hydroxy, halogeno, cyano, CMcyanoalkyl, CMalkyl, CMhydroxyalkyl, 
Cualkoxy, CMalkoxyCMalkyl, CMallqflsulphonylCMalkyl, Ci^alkoxycarbonyl, 

10 CMaminoalkyI, CMalkylamino, di(CMalkyl)arnino, CMalkylaihinoCMalkyl, 

di(CMalkyl)aminoCMalkyl, CMalkylaminoCMalkoxy, di(CMalkyl)aminoCMalkoxy 
and a group -(-0-)f(CMalkyl)gringD (wherein f is 0 or 1 , g is 0 or 1 and ring D is a 
cyclic group selected from Ca^cyclbalkyl, aryl or 5-6-membered saturated or 
unsaturated heterocyclic group with 1-2 heteroatoms, selected independently from O, S 

15 and N, which cyclic group may bear one or more substituents selected from halo and 
CMalkyl); 

and wherein R^ R^ R^ R^ R^ , R^ RS RJ, R«, R"' rp, rp", riVru'^ rv R^ are 
independently selected fit^m Ci^alkylene groups optionally substitued by one or more 
substituents selected from hydroxy, halogeno, anuno, 
20 R*' k\ b!" and R* are independently selected from Ca^alkenylene groups optionally 
substituted by one or more substituents selected from hydroxy, halogeno, amino, and 
R' may additionally be a bond; 

R^, R', R"* and R" are independently selected from C2.salkyiiylene groups optionally 
substituted by one or more substituents selected from hydroxy, halogeno, amino. 

25 In particular R*, R^ R^ R* are independentiy selected from, halo, cyano, nitro, 

trifluoromethyl, Cioalkyl, -NR'^R" (wherein R" and R'^ which may be the same or 
different, each represents hydrogen or Cioalkyl), or -X'r'^ (wherein represents a 
direct bond, -0-, -CHa-, -0C0-, carbonyl, -SO-, -SCb-, -NR'^CO-, -CONR'*., 
-S02NR'^ -NR'^SOz- or -NR'^- (wherein R'^ R^^ and R'^ each independenUy 

30 represents hydrogen, Cioalkyl or Ci.aalkoxyCa.salkyI), and R'^ is selected from one of 
the following groups: 
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1 ') hydrogen or C|.saikyl which may be unsubstituted or which may be substituted 
with one or more groups selected from hydroxy, fluoro or amino; 
2') Ci.salkylX^COR" (wherein represents -O- or -NR^"- in which represents 
hydrogen, Cioalkyl or Ci-jalkoxyCj-jalkyl) and R" represents Cijalkyl, -NRI^'R^^ or 
-or" (M*erein R^', R'^ and R" which may be the same or different each represents 
hydrogen, Ci.saikyl or Ci.3alkoxyC2.3aU^l)); 

3*) Ci-salkylX^R" (wherein X' represents -0-, -S-, -SO-, -SO2-. -OCO-, -NR^CO-. 
-CONR"-, -SO2NR"-. -NR^SOj- or -NR». (wherein R^, R**, R", R» and R*' each 
independently represents hydrogen, Cioalkyl or Ci^alkoxyC3.3alkyl) and R^ 
represents hydrogen, Ci-sall^l, cyclopentyl, c^lohej^l or a S-6-membered saturated 
hetnocyclic group with 1-2 heteroatoms, selected independently from O, S and N, 
which Cioalkyl group may bear 1 or 2 substituents selected from 0x0, hydroxy, 
halogeno and CMalkoxy and which cyclic group may bear 1 or 2 substituents selected 
from 0x0, hydroxy, halogeno, CMalkyl. CMhydroxyalkyl and CMalkoxy); 
4') Ci-salkylX^C|.$alkylX^3** (wherein X* and X^ which may be the same or di£ferent 
are each -SO-. -SCb-, -NR^^CO-, -CONR^^ •S02NR^\-NR^S02- or -NR^^ 

(wherein R^', R^^ R^^, R^^ and R^^ each independently represents hydrogen, Ci^alkyi 
or Ci.salkoxyCioalkyl) and R^^ represents hydrogen or Cioalkyl); 
5') R-*^ (wherein R^^ is a S-6-membered saturated heterocyclic group (linked via 
carbon or nitrogen) with 1-2 heteroatoms, selected independendy from 0» S and N, 
which heterocyclic group may bear 1 or 2 substituents selected from oxo, hydroxy, 
halogoio, CMaUqrl, CMhydroxyalkyl, Cwalkoxy, CMalkoxyCMallqrl and 
CMalkylsulphonylCMalkyl); 

60 Ci.salkylR^^ (wherein R^^ is as defined in (5') above); 
7') C2.5alkenylR^^ (wherein R^^ is as defined in (5') above); 
8') C2-5alkynylR^^ (wherein R^^ is as defined in (5') above); 
9') R^^ (wherein R^^ represents a pyridone group, a phenyl group or a 5-6-membered 
aromatic heterocyclic group (linked via carbon or nitrogen) with 1-3 heteroatoms 
selected fipom O, N and S, which pyridone, phenyl or aromatic heterocyclic group may 
carry up to S substituents on an available carbon atom selected firom hydroxy, 
halogeno, amino, Cualkyl, CMalkoxy, CMhydroxyalkyl, CMaminoalkyl, 
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CMalkylamino, CMhydroxyalkoxy, carboxy, trifluoromethyl, cyano, -CONR^*R^' and 
-NR'^COR"' (wherein r", R^', R^ Vd R*', which may be the same or different, each 
represents hydrogen, CMalkyl or Ci-aalkoxyCj.aalkyl)); 
10') Ci-salkylR" (wherein R'' is as defined in (9') above); 
5 IT) Cj-salkenylR^' (wherein R" is as defined in (9') above); 
12') C2.5a!kynylR'' (wherein R" is as defined in (9*) above); 

13') C|.salkyIX^" (wherein X* represents -0-, -S-, -SO-, -SO2-, -NR*^CO-, 
-CONR«-, -SOjNR^-, -NR-'^SOz- or -NR^- (wherein R«, R^^ R«, R*' and R** each 
independenUy represents hydrogen, Cioalkyl or C|.3alkoxyC2.3alkyl) and R'' is as 

10 defined hereinbefore); 

14') C2.salkenylX'R" (wherein X' represents -0-, -S-, -SO-, -SO2-, -NR*'C0-, 
-CONR"'., .SO2NR'"-, -NR'OsOj- or -NR*'- (wherein R*', R«, R^', R^o and R^' each 
independenUy represents hydrogen, CMalkyl or CjoaikoxyCMalkyl) and R" is as 
defined in (9') above); 

15 15') Cz-salkynylX'R^^ (wherein X' represents -0-, -S-, -SO-, -SO2-, -NR"C0-, 

-CONR"-. -SOiNR"-, -NR»S02- or -NR^*- (wherein R'\ R« R« R« and R" each 
mdependenUy represents hydrogen, Ci-jalkyl or C|.3alkoxyC2-3alkyl) and R^^ is as 
defined hereinbefore); 

16*) CwalkylX'Ci.salkylR" (wherein X^ represents -0-, -S-, -SO-. -SO2-. -NR^'CO-, 
20 -CONR", -S02NR»., -NR«^Q2- or -NR«'- (wherein R", R«, R», R«and R*' each 
independently represents hydrogen, Ci.salkyl or C|.3alkoxyC2.3alkyl) and R" is as 
defined hereinbefore); and 

17') C,.3alky!X'Ci.3alkylR'*(wherein X' and R^« are as defined in (5') above). 

Preferably R' is hydrogen. Suitably R"* is hydrogen or a small substituent such 
25 as halo, Ci.4 alkyl or CMalkoxy such as methoxy. 

Preferably both R' and R^ are hydrogen. 

In a preferred embodiment, at least one group R^ or R', preferably R\ 
comprises a chain of at least 3 and preferably at least 4 optionally substituted carbon 
atoms or heteroatoms such as oxygen, nitrogen or sulphur. Most preferably the chain 
30 is substituted by a polar group which assists in solubility. 
Suitably R' is a group X'r". 
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Preferably in this case, X* is oxygen and R^^ includes a methylene group 
directly adjacent X' . Preferably where bridging alkylene, alkenylene or alkynylene 
groups R^ R^ R^ R^ R^ R^ R^ R^ R", R''' RP, R»\ r"\ r^ rv^ j^h^ j^k j^t^ j^f 
R*" and R" are present, at least one such group includes a substituent and in particular a 
5 hydroxy substituent. 

In particular R^^ is selected from a group of fomula (1). (3), (6), (10) or (22) 
above and preferably selected from groups (1) or (1 0) above. Particular groups R'^ are 
those in group (1) above, especially alkyl such as methyl or halo subsituted alkyl, or 
those in group (10) above. In one suitable embodiment, at least one of R^ or R^ is a 
10 group OCi.salkylR^* and R^^ is a heterocyclic ring such as an N-linked morpholine 
ring such as 3-morpholinopropoxy. 

Other preferred groups for R"^ are groups of fonnula (3) above in particular 
those where is NR^', 

Suitably R^ is selected from, halo, cyano, nitro, trifluoromethyl, C|-3alkyl, 
15 -NR'^R'^ (wherein R*^ and R'^ which may be the same or different, each represents 
hydrogen or Cioalkyl), or a group -X'R*^ Preferred examples of -X'r" for R^ 
include those listed above in relation to F?' 

Other examples for R^ and R^ include methoxy or 3,3,3-trifluoroethoxy. 

Preferably X is NH or O and is most preferably NR 
20 Particular exan^Ies of R^ include h or heterocyclic groups such as 

n-morpholino. Preferably however, R* is hydrogen. 

In a particular embodiment, R^ is a group NHC(0)R^ or NHS(0)2R^ , where R^ 
is as defined above. 

In an alternative embodiment, R^ is a group C(0)R^ C(0)OR^ S(0)R^ 

25 S(O)0R^ S(0)20R^ C(0)NR'' R'\ S(0)NR' V ' or S(0)ONR« V* where R^ R'^ 

and R' ' are as defmed above. 

Particular examples for R^ R'^ or R' ' include: 

aryl optionally substituted with one or more functional groups; 

Ca^cycloalkyl optionally substituted widi one or more functional groups; 
30 aralkyl optionally substituted with one or more functional groups and wherein the aryl 

portion may further comprise one or more alkyl substituents; 
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heterocycyl optionally substituted with one or more functional, alkyl, alkenyl or 
alkynyl groups; 

alkyl optionally substituted by a functional group or a cycloalkyl or heterocyclyl group 
>^erein the cycloalkyl or heterocyclyl group may themselvesbe optionally substituted 
5 with one or more functional or alkyl groups; 

alkenyl optionally substituted by a functional group or an aiyl or heterocyclyl group 
wherein the aiyl or heterocyclyl group may be optionally substituted with one or more 
functional or alkyl groups; and 

alkynyl optionally substituted by a fimctional group or an aryl or hetm)cyclyl group 
10 wherein the aryl or heterocyclyl group may be optionally substituted with one or more 

functional group or alkyl groups. 

Particular examples of optionally substituted aryl groups R'^ or R' ' include 

phenyl optionally substituted with up to S groups selected fiom nitro, halo, carboxy, 

cyano, CMalkyl, CMalkoxy, CMalkylthio, acetoxy, acetamido hydroxy, 
15 aminosulphonyl, CMalkylsulphonyl, trifluoromethyl, aralkyl, or aralkyloxy wherein 

aryl rings in the substituents may themselves be substituted with for example halo» 

nitroor CMalkyl. 

Suitable optionally substituted Ca^cycloalkyl groups R'^ and R*' include 
optionally substituted cyclopropyl, cyclobutyl, cyclopentyl or cyclohexyl any of which 
20 may be optionally subsituted with for example nitro, halo, carboxy, cyano, CMalkyl, 
CMalkoxy, CMalkylthio acetoxy, acetamido, hydroxy, aminosulphonyl, 
CMalkylsulphonyU trifluoromethyl, aialkyl, aralkyloxy, or aryl wherein azyl rings in 
the substituents may themselves be substituted with for example halo, nitro or 
CMalkyl 

25 Suitable optionally substituted aralkyl groups R^, R^^ and R' ' include 

optionally substituted benzyl, phenylethyl or phenylpropyl, wherein tfie phenyl ring is 
optionally subsituted with forexampleup to S groups selected from nitro» halo, 
carboxy, cyano, CMalkyl, CM^koxy, CMalkylthio, acetoxy, acetamido hydroxy, 
aminosulphonyl, CMalkylsulphonyl, trifluoromethyl, aralkyl, or aralkyloxy wherein 

30 aiyl rings in the substituents may themselves be substituted with for example halo, 
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carboxy. trifluoromethyl, nitro or CMalkyI and in particular nitro, Ci^alkoxy, halo, 
hydroxy, trifluoromethyl or carboxy. 

Suitable optionally substituted heterocycylyl groups R^ R'^ and R* ' include 
pyridyl, pyrazine, pyrimidinyl, pynolidino, fiiryl, tctrahydrofiuyl, oxazolyl, 
morpholino, thiadiazole, indoly], quinolinyl, isoquinolinyl, pyrazolyl, 
methylenedioxyben^l, thiophene, bcnzothiophene, all of which may be optionally 
substituted for example one or more groups selected from nitro, halo, carboxy, cyano, 
CMalkyI, C^alkoxy, CMalkylthio, acetoxy, acetamido hydroxy, aminosulphonyl, 
CMalkylsulphonyl, trifluoromethyl, aralkyl, or aralkyloxy wherein aryl rings in the 
substituents may themselves be substituted with for example halo, carboxy, 
trifluoromethyUitro or CMalkyl;and particularly with CMalkyI, halo or nitro. 

Suitable optional substituents for alkyl groups R', R'° or R" include amino, 
mono- or di-CMaikylamino, hydroxy, CMalkoxy, heterocyclyl ( such as thiophene, 
tetrahydrothiophene- 1,1 -dioxide, pyrrolidino, morpholino, fiiryl or tetrahydrofuiyl) Ci- 
4alkoxy, acetamido, aiyloxy such asphenyoxy, alkylCMthio, aroyl such as benzoyl 
where the aryl ring may itself be substituted with for example halo, carboxy, 
trifluoromethyl nitro, carboxy, trifluoromethyl, cycloalkyl (such as cyclohexyl) or 
cycloalkenyl (such as cyclohexenyl) 

Suitable optional substituents for alkenyl or alkynyl groups R', R'® or R' ' 
include nitro, halo, carboxy, cyano, CMalkyI, CMalkoxy, Ci^alkylthio, acetoxy, 
acetamido hydroxy, aminosulphonyl, Ci-4alkylsulphonyl, trifluoromethyl, aralkyl, or 
aralkyloxy wherein aiyl rings in the substituents may themselves be substituted with 
for example halo, carboxy, trifluoromethyl nitro or CMalkyL In particular such groups 
are substituted by aryl such as phenyl, where the aryl ring may itself be substituted 
with for example halo, nitro, carboxy, trifluoromethyl 

Suitably R^ and R* are independently selected from hydrogen halo, CMalkoxy 
such as methoxy, or ethoxy, cyano, trifluoromethyl, or phenyl. 
Preferably R^ and R^ are hydrogen. 
Preferably X is NH or O and is most preferably NH. 
In a particular embodiment, the present invention provides the use of a 
compound of formula (10 
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NHZR« 



10 



(11) 

or a salt, ester, amide or prodrug thereof; 

where X, R*. R^ R^ R^ R^ and R* are as defined in relation to formula (I); 
ZisC(0)orS(0)2. and 

R^ is optionally substituted hydrocarbyl or optionally substituted heterocyclyl; 
in die preparation of a medicament for use in the inhibtton of aurora 2 kinase. 
In particular, there is provided the use of a compound of formula (IIC) 











X 




pi 


X 


^ R« 





















NH2R84 



(HC) 

S or a salt,. ester or amide thereof; 

where X is O, or S, S(0) or S(0)2.or NR* where R' is hydrogen or Ci^Ikyl; 
ZisC(0)orS(O)2. 
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R is optionally substituted hydrocarbyl or optionally substituted heterocyclyl; 
R' and R* are independently selected from hydrogen, halo,CMalkyl, alkoxy, Ci. 
4alkoxymethyl, di(CMalkoxy)methyl, CMalkanoyl, trifluoromethyl, cyano, amino, C2. 
salkenyi, C2-5alkyny.l, a phenyl group, a benzyl group era S-6-menibered heterocyclic 
5 group with 1-3 heteroatoms, selected indqiendently from O, S and N, which 

heterocyclic group may be aromatic or non-aromatic and may be saturated (linked via a 
ring carbon or nitrogen atom) or unsaturated (linked via a ring carbon atom), and 
v*ich phenyl, benzyl or heterocyclic group may bear on one or more ring carbon 
atoms up to 5 substituents selected from hydroxy, halogeno, Ci^alkyl, Cioalkoxy, Ci. 

10 aalkanoyloxy, trifluoromethyl, cyano, amino, nitro, C2^alkanoyI, CMalkanoylamino, 
Cualkoxycarbonyl, CMallgrlsuIphanyl, CMalkylsulphinyl, CMalkylsulphonyl, 
carbamoyl, N-CMalkylcarbamoyl, EN-di(CMalkyl)carbamoyl, aminosulphonyl, N-Ci- 
4alkylaminosulphonyl, N,N-di(CMalkyl)aminosulphonyl, CMalkylsulphonylamino, 
and a saturated heterocyclic group selected from morpholino, thiomorpholino, 

1 5 pynolidinyl, piperazinyl, piperidinyl imidazolidinyl and pyrazolidinyl, which saturated 
heterocyclic group may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno, 
Ci.jalkyl, CijaJkoxy, Ci^alkanoyloxy, trifluorometl^l, qrano, amino, nitro and C|. 
4aIkoxycarbonyl,and 

where R', R\ R' and R** are independently selected from, halo, cyano, nltrp, 
20 trifluoromethyl. Cujalkyl. -NR'^R" (wherein R" and R'*, which may be the same or 
diflferent, each represents hydrogen or Ci.aalkyl), or -X'R" (wherein X' represents a 
direct bond, -0-, -CHj-, -0C0-. carbonyl, -S-, -SO-, -SO2-. -NR'*C0-, -CONR'*-, 
-SO2NR'*., -NR"S02- or -NR"- (wherein R'*, R" and R" each independently 
represents hydrogen, Ci.jalkyl or C|.3aIkoxyC2-3alkyl), and R" is selected from one of 
25 the following groups: 

1 ') hydrogen or Ci-salkyl which may be unsubstituted or which may be substituted 
with one or more groups selected from hydroxy, fluoro or amino; 
2') Ci.jalkylX^COR" (wherein X^ represents -O- or -NR^- in which R^" represents 
hydrogen, Ci.jalkyl or C,.3alkoxyC2.3alkyl) and R" represents Ci.jalkyl, -NRI^'r" or 
30 -OR^ (wherein R^', R^ and R" which may be the same or different each represents 
hydrogen, Ci.jalkyl or Ci-jalkoxyCi-jalkyl)); 
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3') Ci.jalkylX'R^" (wherein X' represents -0-, -S-, .SO-, -SO2-. -0CO-, -NR^^CO-, 
-CONR^'-. -SO2NR".. -NR^SOj- or -NR» (wherein R", R^', R". r" and R^' each 
independenUy represents hydrogen, Ci-aalkyl or Gt.3alkoxye2.3aIkyI) and R^* 
represents hydrogen, Cioalkyl, cyclopentyl, cyclohexyl or a S-6-membered saturated 
5 heterocyclic group with 1-2 heteroatoms, selected independently from O, S and N, 
which Ci^all^l group may bear 1 or 2 substituents selected ftom 0x0, hydroxy, 
halogeno and CMalkoxy and which cyclic group may bear 1 or 2 substituents selected 
ftom 0x0, hydroxy, halogeno, C^alkyl, Ci^ydioxyalkyl and CMalkoxy); 
4') Ci,salkylX^C|.salkyK'R^ (wherein X* and X* which may be the same or different 

10 are each -0-. -S-, -SO-, -SO2-, -NR^'CO-. -CONR"-, -SOzNR'^ -NR^SOi- or -NR"- 
(wherein R^', R'^ R'\ R^ and R" each independently represents hydrogen. Chalky] 
or Ci.3alkoxyC2.3alkyl) and R^" represents hydrogen or Cijalkyl); 
5') R'* (wherein R^' is a 5-6-membered saturated heterocyclic group (linked via 
carbon or nitrogen) with 1-2 heteroatoms, selected independently from O. S and N, 

1 5 which heterocyclic group may bear 1 or 2 substituents selected from 0x0, hydroxy, 

halogeno, CMalkyI, CMhydroxyallqrl, CMalkoxy, Ci-4alkoxyCMalkyl and 
CMalkylsulphonylCMall^l); 

6') Ci.salkylR^* (wherein R'* is as defined in (5*) above); 
7') C2.salkenylR^^ (wherein R^ is as defined in (S') above); 

20 8*) C2-salkynylR'' (wherein R^' is as defined in (5') above); 

9') R^' (wherein R^' rqjresents a pyridone group, a phenyl group or a 5-6-membered 
aromatic heterocyclic group (luiked via carbon or nitrogen) with 1-3 heteroatoms 
selected Srom O, N and S, which pyridone, phenyl or aromatic heterocyclic group may 
cany up to 5 substituents on an available carbon atoin selected fit)m hydroxy, 

25 halogeno, amino, Ci-4alkyl, CMalkoxy, Ci^ydroxyalkyl, CMaminoalkyI, 

CMalkylamino, CMhydroxyalkoxy, carboxy, trifluoromethyl, cyano, -CONR^R-" and 
-NR^'COR"' (wherein R", R", R"*" and R*', which may be the same or dififerent, each 
represents hydrogen, CMalkyl or Ci.3alkoxyC2.3alkyl)); 
10') Ci.salkylR" (wherein R" is as defined in (9') above); 

30 IP) C2.salkenylR" (wherein R" is as defined in (9*) above); 
12') C2.salkynylR^' (wherein R^' is as defined in (9') above); 
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13') Ci-salkylX^R^^ (wherein X* represents -0-, -S-, -SO-, .SO2-, -NR^'^CO, 
" -CONR^^-, -SOzNR^-, -NR^^SOj- or -NR^^- (wherein R^^ R^\ R^, R^^ and R^^ each 
independently represents hydrogen, Cioalkyl or CioalkoxyCioalkyl) and R^^ is as 
defined hereinbefore); 
5 14') Cz.saikenylxV^ (wherein represents -O-, -S-. ^O-, -SO2-, -NR^^^CO^, 

-CONR^*-, -SOiNR'^ -NR^^SCh- or -NR''- (wherein R'^ R^^ R^^ R^^ and R^* each 
independently represents hydrogen, Ci^alkyl or C|.3alkoxyC2.3alkyl) and R^^ is as 
defined in (9') above); 

15') C2.$alkynylX'R^^ (wherein represents -0-, -S-, -SO-, .SO2-, -NR^^CO-, 
10 -CONR^\ -S02NR^-. -NR"S02- or -NR^- (wherein R^^ R^^ R" and R" each 
independently represents hydrogen, Ci-aalkyl or C|.3alkoxyC2.3alkyl) and R^^ is as 
defined hereinbefore); 

160 CioalkylX^CioalkylR^^ (wherein X^ represents -0-, -S-, -SO-, -802-, -NR"C0-. 
-CONR^*-, -S02NR^^-, -NR^^SOz- or -NR^'- (wherein R^^ R^', R^ and R^* each 
15 independently represents hydrogen, Cioalkyl or Ci.3alkoxyC2.3alkyl) and R"'^ is as 
defined hereinbefore); and 

1 7') C|.3alkylX^Ci.3alkylR^^ (wherein X^ and R^^ are as defined in (5') above); 
in the preparation of a medicament for use in the inhibtion of aurora 2 kinase. 
Preferably Z is C(0). 
20 Suitably Preferably X is NH or O and is most preferably NH. 

Particular examples of groups R^ include groups listed above for R^ and in 
particular are optionally subsituted Ci^alkyl, optionally substituted €2^ alkenyl, 
optionally substituted phenyl, naphthyl or benzyl, optionally substituted heterocyclyl 
such as pyridyl, fiiranyl, . 
25 Suitable substituents for hydrocarbyl or heterocyclyl groups R^ include a 

fiinctional group as defined above. Heterocyclyl groups may fiirther be substituted 
with hydrocarbyl groups such as alkyl groups whilst alkyi, alkenyl or alkynyl. 

In particular, the substituents for R^ include halo, nitro, optionally substituted 
alkoxy, CMalkoxymethyl, di(CMalkoxy)methyl, CMalkanoyl, trifluoromethyl, 
30 cyano, amino, C2.salkenyl, C2.5alkynyl, a phenyl group, a benzyl group or a 

S-6-membered heterocyclic group with 1-3 heteroatoms, selected independently from 
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O, S and N, which heterocyclic group may be aromatic or non-aromatic and may be 
saturated (linked via a ring carbon or nitrogen atom) or unsaturated (linked via a ring 
carbon atom), and which phenyl, benzyl or heterocyclic group may bear on one or 
more ring carbon atoms up to S substituents selected from hydroxy, halogeno, 
Ci.3alkyl, Cioalkoxy, Ci^alkanoyloxy, trifluoromethyl, cyano» amino, nitro, 
C2^alkanoyI, CMalkanoylamino, CMalkoxycarbonyl, Ci.4alkylsulphanyl, 
CMalkylsulphinyl, Ci^I^lsulphonyl, carbamoyl, N-CMalkylcarbamoyI, 
N,N-di(CMalkyl)carbamoyI, aminosulphonyl, N*Ci^aikylaminosulpbonyi, 
N,N-di(CMalkyl)amlnosulphonyl, CMall^Isulphonylamino, and a saturated 
heterocyclic group selected from morpholino, thiomorpholino, pyrrolidinyl, 
piperazinyl, piperidinyl imidazolidinyl and pyrazolidinyl, which saturated heterocyclic 
group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, Ci.jalkyl, 
Cioalkoxy, Ci^alkanoyloxy, trifluoromethyl, cyano, amino, nitro and 
CMalkoxycarbonyL 

A further particular substituent group for is a group of sub-formula 

(HI) 

(CHj)^. (Ill) 

where q* is 0,1, 2, 3 or 4; 

R^^ is hydrogen, hydroxy, Ci^kyl, Ci^koxy, amino, A/'-Ci^l^lamino, 
iV;AKCi^yl)2amino, hydroxyC2.dalkoxy, Ci^koxyCa^^koxy, aminoC2.eaIkoxy, 
iV-Ci-6alkylaminoC2-6alkoxy, A^^-(C|^aikyl)2aminoC2-6alkoxy or Cs^TcycIoalkyl, 
or R^® is of the Formula (IV): 

^ ' (TV) 
wherein J is aryl, heteroaryl or heterocyclyl and K is a bond, oxy, imino, 
M(C|-6alkyl)imino, oxyCi-6alkylene, iminoCualkylene, 
;\^-(Ci-6alkyl)iminoCMalkylene, -NHC(0) -SO2NH-, -NHSO2- or 
.NHC(0).C|^kylene., 
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and any aiyl, heteroaiyl or heterocyclyl group in a R^*^ group may be optionally 
substituted by one or more groups selected from hydroxy, halo, trifluoromethyl, cyano, 
mercapto, nitro, amino, carboxy, carbamoyl, formyl, sulphamoyl, Ci^kyl, 
Ci^enyl, C2^alkynyl, Ci-6alkoxy, -O-CCi.aalkyl)-©-, Ci-6alkylS(0)o- (wherein n is 
0-2), iV-C|.6alkyiamino, MAKC|^kyl)2amino, C^alkoxycarbonyl, 
7V^Ci-6alkyIcarbamoyl, A^^-(C|^kyl)2carbamoyl, Ca^kanoyl, C|.6aikanoyloxy, 
C|.6aIlcanoylamino, A^Ci^kylsulphamoyl, MAKCi^alkyOiSulphamoyl, 
Ci^ll^Isulphonylamino and Ci^lkylsuIphonyl-A/'-CCi^kyOamino, and suitably also 
oxo, 

or any aryl, heteroaryl or heterocyclyl group in a R^^ group may be optionally 
substituted with one or more groups of the Formula (V): 

-B^(CH^-A' ^ 

wherein A* is halo, hydroxy, Ci^koxy, q^o, amino, iV^i.6alkylamino, 
^>AKCi^allgrl)2ammo, carboxy, Ci^oxycarbonyl, carbamoyl, A^Ci^kylcarbamoyl 
or iV,AKCi^lkyl)2carbamoyi, p is 1 - 6, and is a bond, oxy, imino, 
A^(C|.6aUgrl)imino or -NHC(0>-, with the proviso that p is 2 or more unless is a 
bondor-NHCCOK 

or any aryl, heteroaryl or heterocyclyl group in a R^° group may be optionally 
substituted with one or more groups of the Formula (VA): 

— E-D' (VA) 
wherein is aryl, heteroaryl or heterocyclyl and E' is a bond, Ci^kylene, 
oxyCi^lkylene, oxy, imino, M(Ct^ky])imino, iminoCi^kylene, 
M(Ci^kyl)-iminoC|^kylene,Ci^kylene-oxyCi^alkylene, 
Ci.4alkylene-inunoC|^kylene,C|-6alkylene-^^CMalkyO 

-NHC(O)-, -NHS02-, -SO2NH- or -NHC(0)-Ci^kylene-, and any aryl, heteroaryl or 
heterocyclyl group in a substituent on R^ may be optionally substituted with one or 
more groups selected from hydroxy, halo, Ci^kyl, Ci^lkoxy, carboxy, 
Ci-^alkoxyearbonyl, carbamoyl, A^Ci-6alkylcarbamoyl, 7\^(C|-6alkyl)2Carbamoyl, 
C2^kanoyl, amino, Ar-C|.6alkylamino and A^,A^-(C|^kyi)2amino, 
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and any C3.7cycloallcyI or heterocyclyl group in a R^^ group may be optionally 
substituted with one or two oxo or thioxo sub$tituents» 

and any of the R^^ groups defined hereinbefore y/tnch comprises a CH2 group which is 
attached to 2 carbon atoms or a CH3 group which is attached to a carbon atom may 
optionally bear on each said CH2 or Clh group a substituent selected from hydroxy, 
amino, Ci-ealkoxy, AT-Ci-eaUcylamino, ^»^-(Ct^kyi)2amino and heterocyclyl. 

In yet a further alternative, R^^ may be cycloalkenyl or cycloalkynyl such as 
cyclohexenyl, alkenyl optionally substituted by aryl such as styryl or alkyl substituted 
by cycloalkenyl such as cyclohexenylethyl. 

Examples of heterocyclyl groups for R^^ include pyridyl, methyledioxyphenyl, 
furyl, pyrrolyl, thiophene, quinolyl, isoquinolyl, thiazolyl, thiadiazolyl, pyrazolyl, 
tetiahydrothiophene-I,lHlioxide, dioxan, tetrahydrofuryl, pyrazinyl, imidazplyl, 
tetrahydropyran, indolyl, indanyl, pyrrolidine, or isoxazolyL 

A particular example of a group R^^ in formula (III) is phenyl. Preferably R^^ 
is halosubstituted phenyl and 2-chloro-4*fluorophenyl is a particularly preferred 
example. 

Particular examples of R^^ in this instance include optionally substituted 
phenyl and especially, mono or di-halophenyl,or optionally substituted pyridyl such as 
nitropyridyl. 

Preferably q' is 0. 

Specific examples of R^ include phenyl, 2-furan, (E)-CH=CH-phenyl, 
3,4,S-trimethoxyphenyI, 2,4-difIuorophenyl, 2-nitro-4,S-dimethoxyphenyl, 
2,4-dinitrophenyl, 2-fluorobenzyl, cyclopentyl, l-methylbut-3-enyl, CH2CN 
n-heptyl, 2-(methylthio)ethyl, 2-ethoxyethyl, C(CH3)=CH2, 5-methyl-2-pyrazine 
3-furyl, 3-cyanophenyl, 4-acetoxyphenyI, 2-nitro-3-methoxyphenyl, 
2-methylthiophenyl, 3-acetoxyphenyl, 4-aminosulphonyl-l-hydroxy-2-naphthyl, 
2-pyridyl, 2-quinoIinyl, l,S-dimethyl-lH*pyrazolyl, 2-fluoro-S-nitrophenyl, 3-pyridyl, 

2- chlon>-3*pyridyl, 2-fluorophenyl, 2,3-difluorophenyl, 2,S-difluorophenyl, 
2,3-dimethoxyphenyl, 3,S-dimetfaoxy-4-hydroxy-phenyl, 3-chIoro-4-carboxyphenyl, 

3- nitro-4-(methylsulphonyl)-phenyl, 3-nitro-4*methoxyphenyl, 
(E)-CH=CHK2-nitrophenyl). (E)-CH=CH-(3-mtrophenyl), 
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(E)-CH=CH-(4-nitrophenyl),(E).CH=CH-(4-chlorophenyl), 
(E>CHK:H-(2,3,4-trinuoro-phenyl),(E)-CH<:H-(3-(trifluoromethyO 
(E)-CH=CH-(4-fluorophenyl), 2-indolyl, 5-fluoro-2-indolyl, S-fluorophenyl, 
3,5-dinitrophenyl, 3-(trifluoromethyI)benzyl, 3-fluoroben2yl, 4-chlorobenzyl, 
5 4-fnethoxyben2yI, 4-(£yo-propyl)benzyl, 3-nitrobenzyl, 2-phenoxyethyl, 

2- (3»4-dimethoxyphenyl)ethyl, 2-(4-chloiobeiizoyl)ethyl, 3-chIoFo- 1 -propyl 

3- phenoxy-l-propyI, 3-phenyl-l -propyl, 3-benzoylpiopyl, dec-9-cnyl, 

1- methylbuM-enyl, (2-thiophene)cnediyi, (3-thiophene)methyl, 

2- (3-nitro-4-hydroxyphenyl)ethyl, 3.S-difIuorobeiizyl» 4-phenylbenzyl, 

3.4- inethylenedioxyben^I» 2,6-difluorobenzyl, 4-(n-butoxy)benzyl, 3-inethyl-Nbutyl 
pent-4-ynyl, 3-phenoxybeii^U 3-(5-bromo-4-metho)Q^)thiophenc, 

3- (5-chloro-4-mcthoxy)-thiophene, 3-methoxy-4-ethoxybenzyl, 4-(benzyloxy)benzyl 

3- (2*thiophene)propyI, hex-5-ynyl, H4-chlorophenyl)cyGlopropyl, cyclopentylmethyl, 
2-(cyclopentyl)ethyl, cyclohexylmethyl, 2-(cyclohexyl)ethyl, 3-(cyclohexyl)propyl 

1- phenoxyethyl, (E)-C(CH3)=CH-phenyl, 2-chloro-5-nitrophenyU methyl, n-heptyl . 

2- fiiryl, 3-fiiryl, (2-lhiophene)methyI, 2-indolyl, 2,4-difluorophenyl, 
(3-nitiX)-4-(methylsulphonyl))-phenyl, pent-4-ynyl, 

5- methyl-2-pyrazinyl, cyclopentyl, (cyclohexyl)niethyl, 3-nitro-4-methoxyphenyl, 
2-tetrahydrofuiyl, 2-pyridyl, 3-pyridyI, (E)-CH=CH-(4-nitrophenyl), 

1.5- dimethyl-pyra2ol-3-yU cyclobutyl, 2-inethoxypheny], 3-nitrophenyl, 4-nttrophenyl 
cyclohexyU 4-nitropyrrol-2-yl, 3'-iiitro-4-niethylpheiiyl, 3-nitro-4-fluorophenyI, 
(3*thiophene)inethyl, 3-chloro-2-benzothiophene, S-chlord-2-indolyI, 
(l-piperidme)ethyl, 3,4-niethylenedioxyphenyI, but-3-ynyl, 3-cyanophenyI, 
2-(acetafnido)ethyl, 4-(triinuoroinethyl)phenyl, 3-chloro-4-fluorophenyl, 

4- fluoro-3-(trifluoroinethyI)-phenyU 4-fluorophenyi, 5-bromo-2-thiophene, 
4-inethoxyphenyI, 6-inethyl-3-pyridyl, 5-nitro-2-fiiiyl, 2-nitrophenyl, 
(E)-CH==CH-(3-chlorophenyl), 2-thiophene, cyclopropyl, -methylphenyl 

2- chlorophenyl, 2-fluorophenyl, 2,S*dichlorophenyl, 3-fluorophenyI, 

6- chloro-3-pyridyl, 5-bromo-2-furyl, 3-mtro-2-methylphenyl, 3-chlorophenyl, 

3- (tetrahydrothiophene- 1 - 1 *-dioxlde)methyl. 2-methoxyethyl, 2-(inethyIthio)phenyl. 
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Preferably is phenyl or halosubstituted phenyl and 2-chloro-4-fluorophenyl 
is a particularly preferred example. 

In an alternative ^bodiment, the invention provides the use of a compound 
of formula (VI) 




(VI) 

or a salt, ester, amide or prodrug thereof; 
10 where X, R\ K\ K\ R\ R^ and R* are as defined in relation to formula (I); 
YisC,SorS(OX 

R^^ is a group R^ OR^ or NR^^R" where R', R'^ and R" are as defined in relation to 
formula (I), in the preparation of a medicament for use in the inhibition of aurora 2 
kinase. 

15 For example, the compound of formula (VI) may be a compound of formula 

of formula (VIC) 
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or a salt, ester or amide thereof; 

where X, and are as defined in relation to formula (I); 
YisC,SorS(0). 

5 R" is a group R', OR' or NR'"r' ' where R*. R" and R" are as defined in relation to 
formula (I), 

and R', R^ R\ R* are independently selected fiwm, halo, c^o, nitro, trifluoromethyl, 
C|.3alkyl, -NR"r" (wherein R" and R'*, which may be the same or different, each 
nqireseiits hydrogen or CioallQfl), or -X'r'^ (wherein X' represents a direct bond, -0-, 
10 -CH2-, -0CO-, carbonyl, -S-, -SO, -NR*^CO-, -CONR'^-, -SOzMR^S 
-NR'^S02- or -MR"- (wherein R^^ R" and R** each independently represents 
hydrogen, Ci.aalkyi or Ci-aalkoxyCioallcyl), and R*^ is selected from one of the 
following groups: 

1 ') hydrogen or Ci-salkyl which may be unsubstituted or which may be substituted 
15 with one or more groups selected from hydroxy, fluoro or amino; 

2') Ci-salkylX^COR^^ (wherein X^ represents -O- or -NR^**- in which R^*^ represents 
hydrogen, Gioalkyl or Ci.3alko^C2.3alkyl) and R'^ represents Ci^alkyl, -NRI^'R^ or 
-OR^ (wherein R^', R" and R^ which may be the same or different each represents 
hydrogen, Cioalkyl or CioalkoxyC2.3alIgrl)); 
20 3') Ci.salkylX^R^^ (wherein X^ represents -0-. -S-, -SO-, -SO2-, -0C0-, -NR^^CO-, 
-CONR^*., •S02NR^^-, -NR^*S02- or -NR^- (wherein R^^ R^^ R", R" and R^^ each 
independently represents hydrogen, Ci-aalkyl or C|.3alkoxyC2.3alkyl) and R^** 
represents hydrogen, Ci^alkyl, cyclopentyl, cyclohexyl or a 5-6-membered saturated 
heterocyclic group with 1-2 heteroatoms, selected independendy from O, S and N, 
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which Cioalkyl group may bear 1 or 2 substituents selected from oxo, hydroxy, 
halogeno and CMalkoxy and which cyclic group may bear 1 or 2 substituents selected 
from oxo, hydroxy, halogeno, CMalkyl, CMhydroxyalkyl and CMalkoxy); 
4') C|.5alkylX*C|.5alkylX'R^" (wherein and X* which may be the same or dififeient 
5 are each -0-, -S-, -SO-, -SOr, -NR^'CO-, -CONR"-. .S02NR^^, -NR'^SO: or -NR"- 
(vs4ierein R", R", R", R^ and R^' each independently represents hydrogen, Ci^alkyl 
or C|.3alkoxyC2.3alkyl) and R'° r^resents hydrogen or C|.3a]kyl); 
5*) R^* (M^erein R'* is a S-6-membered saturated hetenK^dic group (linked via 
carbon or nitrogen) with 1-2 heteroatoms. selected independently from O, S and N, 
10 which heterocyclic group may bear 1 or 2 substituents selected from oxo, hydroxy, 
halogeno, CMalkyl, C|-«hydroxyaIkyl, CMalkoxy, CwalkoxyCMalkyl and 
CMalkylsiilphonylCMalkyl); 

6') Cf-salkylR^** (wherein R^' is as defined in (5') above); 
7') C2-salkenylR" (wherein R^ is as defined in (5') above); 
15 8') C2-saIkynylR^* (wherein R^* is as defined in (5') above); 

9') R^' (wherein R^' represents a pyridone group, a phenyl group or a S-6-membered 
aromatic heterocyclic group (linked via carbon or nitrogen) with 1-3 heteroatoms 
selected from O, N and S, which pyridone. phoiyl or aromatic heterocyclic groiq> may 
cany up to 5 substituents on an available carbon atom selected from hydroxy, 

20 halogeno, amino, Ci^alkyl, Ci^alkoxy, Ci^hydroxyalkyl, CMaminoalkyl, 

Ci^lQ^lamino, CMhydroxyalkoxy, carboxy, trifluoromethyl, cyano, -CONR^'R^ and 
-NR^"COR^' (wherein R", R^', R*" and R*', which may be the same or different, each 
represents hydrogen, CMalkyl or C|.3alkoxyC2.3alkyl)); 
10*) Ci-jalkylR" (wherein R" is as defined in (9*) above); 

25 IT) C2.saIkenyrR" (wherein R" is as defined in (9') above); 
12') C2.salkynylR" (vt^erein R" is as defined in (9') above); 
13') Ci.salkylX^" (wherein X' represents -0-, -S-, -SO-, -SO2-. -NR^^CO-, 
-CONR^'-, -SOzNR*'-, -NR'^SOz- or -NR^*- (wherein R«. R'\ R« and R^ each 
independently represents hydrogen, Cioalkyl or C|.3alkoxyC2.3alkyl) and R" is as 

30 defined hereinbefore); 
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14') CwalkenylX'R" (wherein represents -0-, -S-. -SO-, -SO2-, -NR^'CO-, 
-CONR"'-, -SOiNR^'-. -NR5»S02- or -NR^'- (wherein R"'. R«. R« R«> and R*' each 
independently represents hydrogen, Ci.aalkyl or C|.jalkoxyC2.3alkyl) and R" is as 
defined in (9') above); 
5 15*) C2.salkynylX'R" (wherein X' represents -0-, -S-, -SO-, -SO2-, -NR"C0-, 

-CONR»-. -SOiNR*"-. -NR"SOj- or -NR^'- (wherein R". R« R^ R« and R^* each 
independently represents hydrogen, doalkyl or CioalkoxyCj-aalkyl) and R" is as 
defined hereinbefore); 

16*) CijalkylX'Ci.aalkylR" (wherein X* represents -0-, -S-, -SO-, -SO2-, -NR"C0-, 
10 -CONR^'-, -SOiNR^-, -NR^SOr or -NR"- (wherein R". R» R» R*" and R«" each 
independently represents hydrogen, Cijalkyl or C|.3aIkoxyC2.jalkyl) and R" is as 
defined hereinbefore); and 

17') C-jalkylX'C.aalkylR'' (wherein X» and R^ arc as defined in (5') above). 

Preferably Y is a carbon atom or an S{0) group, and is most preferably carbon. 
15 Examples of R^^ include or OR' groups where R' is hydrogen, optionally 

substituted Ci^kyl or optionally substituted aryl such as optionally substituted 
phenyl. Suitable substituents for alkyl or aryl groups R' include functional groups as 
defined above but in particular nitro, halo such as fluoro or cyano. 

Further examples of R^^ groups include NR*^' ' where at least one of R'^ or 
20 R" is hydrogen and the other is selected from hydrogen, optionally substituted 

Ci^kyl, optionally substituted aiyl or optionally substituted heterocyclyl. Suitable 
optional substituents for R*^ or R' ' include functional groups as defined above but in 
particular nitro, halo such as fluoro or cyano, haloalkyl such as trifluoromethyl, alkoxy 
such as methoxy. Alkyl groups R*^ or R" may also be substituted with aryl, 
25 cycloalkyl, cycloalkenyl, cycloalkynyl or heterocyclic groups, any of which may 

themselves be substituted with a functional group such as halo, or an alkyl group such 
as methyl. Aryl and heterocyclic groups R'^ and R* ' may be subsituted with alkyl 
groups such as methyl. 

In a particular embodiment, the group Y(0)R^^ is a group of sub-formula (VII) 
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(VII) 

where and R^^ are independently selected from hydrogen, optionally 
substituted hydrocarbyl or optionally substituted heterocyclyl, or R^ and R^^ together 
5 with the nitrogen atom to which they are attached form an optionally substituted 
heterocyclic ring. 

Examples of groups for R^and R^^ include the group -(CH2)q^R^^ v^ere q' 
and R^° are as defined above in relation to formula (III). 

Suitably one of R^ or R^^ is hydrogen, or methyl, ethyl or propyl optionally 
10 substituted with hydroxy and preferably one of R^ or R^^ is hydrogen. In this case, 
the other is suitably a larger substituent for example of at least 4 carbon or 
heteroatoms, and is optionally substituted hydrocarbyl or optionally substituted 
heterocyclyl. Particular optionally substituted hydrocarbyl groups for R^ or R^^ 
include alkyl, cycloalkyl, alkenyl, or aryl any of which is optionally substituted with a 
] 5 functional group as defined above, or in the case of aryl groups, with an allcyl group 
and in the case of alkyl group, with an aiyl or heterocyclic group either of which may 
themselves be optionally substituted with alkyl or a functional group. Examples of 
optionally substituted aryl groups R^ or R^^ include phenyl optionally substituted with 
one or more groups selected from alkyl group such as methyl or ethyl (either of 
20 which may be optionally substituted with a functional group such as hydroxy), or a 
functional group as defined above (such as halo like fluoro, chloro or bromo, hydroxy, 
alkoxy such as methoxy, trifluoromethyl, nitro, cyano, trifluromethoxy, CONH2, 
C(0)CH3, amino, or dimethylamino). 

When R^ or R^^ is an optionally substituted alkyl group, it is suitably a 
25 C|.6alkyl group, optionally substituted with one or more functional groups (such as 
cyano, hydroxy, alkoxy, in particular methoxy, COOalkyI such as COCX^Ha), or aryl 
optionally substituted with a functional group as defined above (in particular in 
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relation to or R*^ themselves, or an optionally substituted heterocyclic group such 
as N-methyl pyrrole. 

When R^ or R^^ is optionally substituted cycloalkyl, it is suitable cyclohexyl 
optionally substituted with a functional group such as hydroxy. 
5 When R*^ or R^^ is optionally substituted alkenyl, it is suitably prop-2-enyl. 

When R^ or R^' is optionally substituted heterocyclyl, or R^ and R^' together 
form a heterocyclic group, then this may be aromatic or non-aromatic and includes in 
particular, piperidine, piperazine, morpholino, pyrrolidine or pyridine any of which 
may be optionally substituted with a functional group such as hydroxy, alkoxy such as 
10 methoxy, or alkyl such as methyl which may itself be substituted with for instance a 
hydroxy group. 

Suitable prodrugs of compounds of formula (I) are groups which enhance 
solubility and include phoshates and sulphates, in particular phosphates as well as 
alkyl, aryl or aralkyl derivatives thereof such as dibenzylphosphate. The prodrug 
J 5 moiety may be attached at any suitable position in the molecule, for example as a 

derivative of a hydroxy group, but in particular, may be advantageously present on one 
or more of groups R^ R^, R^ or R\ and preferably at R^ or rI 

Suitable pharmaceutically acceptable salts of compounds of formula (I) include 
acid addition salts such as methanesulfonate, fumarate, hydrochloride, hydrobromide, 
20 citrate, maleate and salts formed with phosphoric and sulphuric acid. There may be 
more than one cation or anion depending on the number of charged functions and the 
valency of the cations or anions. Where the compound of formula (I) includes an acid 
functionality, salts may be base salts such as an alkali metal salt for example sodium, 
an alkaline earth metal salt for example calcium or magnesiiun^ an organic amine salt 
25 for example triethylamine, morpholine, ^-methylpiperidine, Methylpiperidine, 

procaine, dibenzylamine, iV^AWibenzylethylamine or amino acids for example lysine. 
A preferred pharmaceutically acceptable salt is a sodium salt. 

An in vivo hydrolysable ester of a compound of the formula (I) containing 
carboxy or hydroxy group is, for example, a pharmaceutically acceptable ester which is 
30 hydrolysed in the human or animal body to produce the parent acid or alcohol. 
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Suitable pharmaceutically acceptable esters for carboxy include Ci^kyl esters 
such as methyl or ethyl esters, Ci^oxymethyl esters for example methoxymethyl, 
Ci^lkanoyloxymethy] esters for example pivaloyloxymethyl, phthalidyl esters, 
Ca^ycloalkoxy-carbonyloxyCi^kyl esters for example 
1-cyclohexylcarbonyloxyethyl; l,3-dioxoIen.2-onylmethyl esters for example 
5-methyM,3-dioxolen-2-onylmethyl; and Ci^lkoxycarbonyloxyethyl esters for 
example 1 -methoxycarbonyloxyethyl and may be formed at any caiboxy group in the 
compounds of this invention. 

An in vivo hydrolysable ester of a compound of the formula (I) containing a 
hydroxy group includes inorganic esters such as phosphate esters and a-acyloxyalkyi 
ethers and related compounds which as a result of the in vivo hydrolysis of the ester 
breakdown to give the parent hydroxy group. Examples of a-acyloxyalkyl ethers 
include acetoxymethoxy and 2,2-dimethylpropionyloxymethoxy. A selection of 
in vivo hydrolysable ester forming groups for hydroxy include alkanoyl, benzoyl, 
phenylacetyl and substituted benzoyl and phenylacetyl, alkoxycarbonyl (to give alkyi 
carbonate esters), dialkylcarbamoyl and ^-(dialkylaminoethyl>iV-alkylcarbamoyl (to 
give carbamates), dialkylaminoaceQ^I and carboxyacetyl. 

Suitable amides are derived from compounds of formula (I) which have a 
carboxy group which is derivatised into an amide such as a N-Ci-eall^l and N,N-di- 
(Ci^lkyl)amide such as N-methyl, N-ethyl, N-propyl, N,N-dimethyl, 
N-ethyl-N-methyl or N,N-diethylamide. 

Esters which are not in vivo hydrolysable may be useful as intemiediates in the 
production of the compounds of fomiula (I). 

Particular examples of compounds of formula (I) are set out in Tables 1-16 

below 
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Table 1 




NHC0R9 



No. 




1 No. 




1 


phenyl 


45 


2-indoM 


2 


2-furan 


46 


S-fluom-2-inHnIv1 


3 


(EKH=CH-phenyl 


47 


3-fliioronhenvl 


4 


3,4,5-triniethoxyphenyl 


48 


3 S-^iinitrnnhpnt/l 


5 


2,4-difluorophenyI 


49 


3 -ftn f1 iiorntn f^th vl M^ah '7^1 


6 


2-nltro-4,5-dimethoxyphenyl 


SO 


4-fIuoroben7vl 


7 


2,4-dinitrophenyI 


51 


4-chloroben2vl 


8 


2-fluoroben^l 


52 


4-inethoxybeiizyl 


9 


cyclopentyl 


53 


4-(iro-propyI)benzvl 


10 


l-methylbut-3-enyl 




3-nitrobenzyl 


II 


CHiCN 


55 


2-phenoxyethyl 


12 


n-heptyl 


56 


2-(3,4-dimethoxyphenyl)ethyl 


13 


2-(inethylthio)ethy] 


57 


2-(4-methoxybenzoyl)ethyl 


14 


2-ethoxyethyl 


58 


3-chloro- 1 -propyl 


IS 


C(CH3)-CH2 


59 


3-phenoxy- 1 -propyl 


16 


5-methyl-2-pyrazine j 


60 


3-phenyM -propyl 


17 


3-fiiryl 


61 


3-benzoylpiopyl 


18 


3-cyanophenyI 1 


62 


dec-9-enyl 


19 


4-acetoxyphenyl j 


63 


1-methylbut-l-enyl 


20 


2-iiitro>3-metlioxyphenyl 


64 


(2-thiophene)niethyl 


21 


2-niethylthiopheny] 


65 


(3-thiophene)methyI 


22 


3-acetoxyphenyl 


66 


2-(3-nitro-4-hydroxyphenyl)ethyl 
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No. 




No. 




23 


4-ammosulphonyM -hydroxy-2- 
naphthyl 


67 


3,S«difluorobenzyl 


24 


2-pyridyl 


68 


4-phenylbenzyI 


25 


2-quinolinyl 


69 


3,4-methylenedioxybenzyi 


26 


1 ,5-dimethyl- 1 H-pyrazolyl 


70 


2,6-d]fluorobea2yl 


27 


2-fluoro-5-nitrophenyl 


71 


4-(n-butoxy)bcn^l 


28 


3-pyridyl 


72, 


3-inethyl- 1 -butyl 


29 


2-chloro-3 -pyridyl 


73 


pent-4-ynyI 


30 


2-fluoiophenyl 


74 


3*phei]oxybeiizyl 


31 


2,3-difluoiopheny] 


75 


3-(S-bromo-4-methoxy) 
thiophene 


32 


2yS-difIuoropheny] 


76 


3-r 5-chloro-4»fiiethoxvV 
thioohene 


33 


2,3-dimethoxyphenyl 


77 


3-methoxy-4-ethoxybenzyl 


34 


3 ,5-diinethoxy-4-hydroxy- 
phenyl 


78 


4->rbeii2rvloxv^beii2:vl 


35 


3-chloro-4-carboxyphenyl 


79 


3-(2-thiophene)propyl 


36 


3-nitio-4-(inethylsulphoi^l)- 
phenyl 


80 


hex-5-ynyl 


37 


3-iiitio-4-methoxyphenyl 


81 


1 -(4-chlorophenyl)cyclopropyl 


38 


(E)-CH=CH-(2-nitrophcnyI) 


82 


cyclopentylmethyl 


39 


(E)-CH=CH-(3-nitrophenyl) 


83 


2-(cyclopentynethyl 


40 


(E)-CH=CH-(4-nitrophenyl) 


84 


cyclohexylmethyl 


41 


(E)-CH=CH-(4-chIorophenyl) 


85 


2*(cyclohexyl)ethyl 


42 


(E)-CH=CH-(2.3,4-trifluoro- 
phenyl) 


86 


3-(cyclohexyl)propyl 


43 


(E)-CHK:H-(3-(triiluoroinethyl 

)phenyl) 


87 


1-phenoxyethyl 


44 


(E)-CH<:H-(4-fluoropheayl) 


88 


(E)-C(CH3)=CH.phenyl 



wo 01/21596 



PCT/GBOO/D3S80 



36 



Table 2 



CH, 



R3 




Comp 
No. 




r' 


R' 


89 


OCH3 


CI 


H 


90 


OCH, 


CH3 


H 


91 


OCRs 


H 


CH3 


92 


OCH3 


OCH3 


H 


93 


OCH3 


CN 


H 


94 


OCHj 


H 


CF3 


95 


benzyloxy 


CH3 


H 


96 


benzyloxy 


CN 


H 


97 


OCH2CH,CH,-(4-morpholme) 


CH3 


H 


98 


OCH2CH,CH,-(4-morpholine) 


CF3 


H 



Tables 




CH3O 



Compound No 


R' 


Compound No. 


R' 1 


99 


H 


100 


CI 1 
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Table 4 




No. 


R» 


No. 




101 


phoiyl 


133 


4-nitropyrrol-2-yl 


102 


/er/-butoxy 


134 


3-nitn>-4-methylphenyl 


103 


2-chloro-S-iutrophenyl 


135 


3-nitro^-fluorophenyl 


104 


CH3 


136 


(3-thiophexie)methyI 


105 


n-heptyl 


137 


3-chloror2-ben20thiophene 


106 


2-fiiryl 


138 


5-chloro-2-indolyl 


107 


3-furyl 


139 


( 1 -pi peridine)ethyl 


108 


(2-thiophene)inethyl 


140 


3,4-methyienedioxyphenyl 


109 


2-indolyl 


141 


prop-3-ynyl 


110 


2,4-difluoiophenyl . 


142 


3-cyanophenyl 


111 


(3>nitro-4-(methylsulphonyl))- 
phenyl 


143 


2-(acetainido)ethyl 


112 


pent-4-ynyl 


144 


4-(trifluoroniethyl)phenyl 


113 


2>flu6ro-S-nitrophenyl 


145 


3-chloro-4-fluorophenyl 


114 


2-nitro-3-methoxyphenyl 


146 


4-fluoro-3-(trifluoromethyl)- 
phenyl 


lis 


2-inethylthio-phenyl 


147 


4-fluorophenyI 


116 


S-methyl-2-pyrazuiyl 


148 


5-bromo-2-thiophene 


117 


hex-5-ynyl 


149 


4-inethoxyphenyl 


118 


cyclopoityl 


ISO 


6-methyl-3-pyridyl 
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No. 


R" 




K 


119 


(cyclohexynmethvl 


151 


j-nitro-2-ruiyl 


120 


3 -ni tro-4-methoxyphenyI 


155 


2-nitrophenyl 


121 


2-tetrahvdrofiirvI 




W-CH"CH-(3-chIorophenyl) 


122 


2-oyridvl 


154 


2-tniopnene 


123 


3-DvridvI 


155 


cyclopropyl 


124 


(E)-CH=CH-(4-nitroDhenvl) 


15^ 


3-methyIphenyl 


125 


2,4-dinitropheny] 


157 


2-chIorophenyl 


126 


3-acetoxyphenyl 


158 


2-fIuorophenyl 


127 


1 ,S-dimethyl-pyrazoI-3-yl 


159 


/,3-aicnioropnenyl 


128 


cyclobutyl 


160 


3-fluorophenyl 


129 


2-methoxyphenyl 


161 


6-chIorO'3-pyridyl 


130 


3-nitrophenyI 


162 


5-broino-2-furyl 


131 


4-nitrophenyl 


163 


3-nitr(>-2-methylphenyi 


132 


cyclohexyl 


164 


3-chIoropheQyl 



Table 5 



XrV 

NH 







c5 












No. 


R' 


No. 


R' 


165 


phenyl 


178 


2,4-dinitrophenyl 


166 


2-chloro*5-nitrophenyl 


179 


2,4-dilIuorophenyl 


167 


cyclopentyl 


180 


pent-4-ynyl 


168 


(cyclohexyl)inethy] 


181 


3-<tetrahydrothiophene- 1 , r- 
dioxide)me%i 


169 


3-nitro-4-methoxyphenyl 


182 


2-methoxyethyl 
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170 


n-heplyl 


183 


A iiuuro-j-niiropncnyi 


171 


2-fuiyl 


184 


^ iiiuti-j-ineinoxypnenyi 


172 


3-furyl 


18S 


^ - v"i^"iy' uiio jpneny 1 


173 


(2-thiophene)methyl 


186 


5-methyJ-2-pyra2inyl 


174 


2-indolyl 


187 


hex-5-ynyl 


175 


2-tetrahydrofuryi 


188 


3-acetoxyphenyl 


176 


2-pyridyl 


189 


1 ,S-diiiiethyI-3-pyrazolyl 


177 


3-pyridyl 







Table 6 




Comp 
No 


R* 






190 


H 


acetoxy 


OCH3 


191 


H 


2-methoxyethoxy 


2-inethoxyethoxy 


192 


H 


OCH3 


benzyloxy 


193 


H 


OCH3 


(1 -methyl-4-piperidine) 
methoxy 


194 


4-morpho 
line 


OCH3 


OCH3 


195 


H 


OH 


OCH3 


196 


H 


cx:h3 


OH 
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Compd. No 




197 


OCH2CH2(4-moipholme) 


198 


OCH2CHaCH2(4-moipholine) 


199 


OCH2GH3CH2(4-thioinoiph6Iiiie-l,l'-dioxide) 


200 


3-(inethylsiilphonyI)pn^xy 


201 


(l-triazolyl)ethoxy 


202 


2-(diinethylainino)ethoxy 


203 


(3-pyridyI)niethoxy 


204 


2-methoxyethoxy 


205 


3-(diinethylainino)propoxy 


206 


benzyloxy 


207 


2-hydroxyethoxy 
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Tables 
NH 



R3 N 

^ 



Comp 

No. 


■ 


208 


OCH2CH,CH2(4-thiomorpholine-l , 1 '-dioxide) 


209 


OCH2CH,CH2(4-moipholine) 


210 


OCH2CH2(4-morpholine) 


211 


2-(dimethylainino)ethoxy 


212 


( 1 -1riazo]yl)ethoxy 


213 


3-(methylsuIphonyl)propoxy 


214 


i>i-^fer<-DuioxycarDonyi/-z*aininoeuioxy 


215 


(3-pyridyl)methoxy 


216 


2-methoxyethoxy 


217 


acetoxy 


218 


3,4,S-trifluoroben2yi 


219 


OCH2CHjCH2( I -(4 .5-dihydro- 1 H-imidazolyl)) 


220 


(Z)-4-(l-pynroIidine)but-2-enoxy 


221 


(EH-(l-pyiToildme)but-2-cnoxy 


222 


(Z)-4-(4-morphonne)but-2-enoxy 


223 


(E>4-(^niorpholine)but-2-cnoxy 


224 


(E)-4-(l -methyl-4-pipera2ine)but-2-enoxy 


225 


2-hydn)xyethoxy 


226 


3-chloropropoxy 
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Comp 




No. 




227 


(S) 


228 


N-{ter/-butoxycarbony])-3-Dynolidinoxv 


229 


N-(ij(7-propyI)>3-azetidinoxy 




^ (R) 




where • indicates the point of attachment 




Table 9 




NH 




1 


Comp 


~ R^* ; 


No. 




231 


2-(2^^-trifluoroethoxy)ethoxy 


232 


2-aminoethoxy 


233 


0-<3-pyiToIidine) 


234 


2-pynolidinomethoxy 


235 


0-(4-piperidine) 


236 


0-(l -methyl-4-piperidine) 


237 


(l-niethyI-2-pyiTolidine)methoxy 


238 


CMl-methyl-3-pyrrolidine) 


239 


0CH,CH,CH,-N(CH,H2-methoxyethyl) 


240 


.. OCH,CH,CHrN(CH,)-GOCH, 
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Comp 
No. 




241 


OCH,CH,CH,-N(CH,)-CO-N(CH,), 


242 


0-( 1 -(2-hydroxyethyl)-3-pyrroIidine) 


243 


0-( 1 -(2-methoxyethyl)-3-pyrrolidine'i 


244 


0-(l -(cyanomethyi)-3-pyiToUdine) 


245 


0-(l-(2-hydroxyethyl)-4-piperidine) 


246 


0-(l -(cyanomethylH-piperidine) 


247 


( 1 -(cyclopropyl)inethyl-2-pyrTolidine)niethoxy 


248 


(1 -(cyclobutyi)inethyI-2-py]Tolidiiie)methoxy 


249 


(l-(2*hydioxyethyl)-2-pyrroIidine)inethoxy 


250 


(l-(2-(thioethyl)ethyI>2-pyrrolidine)methoxY 


251 


( 1 -(cyclopropyl)methyM.piperidine)methoxy 


252 


(U(2-hydroxyethyI)^piperidine)methoxy 


253 


( 1 -(2-methoxyethyl)-4-piperidine)methoxy 


254 


(1 -(cyanomethyl)-4-piperidine)methoxy 


255 


(4,S-dihydro-2*iinidazolyl)methoxy 



Table 10 




No. 


R- 


No. 


R- 


256 


NH-(2-thiophene)methyl 


307 


NH-(2-(2-thiophene)ethyl) 


257 


. NH-(2-N-acetaiiiido)ethyl 


308 


NH-( 1 -hydroxy-2-hexyl) 
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1 No. 


1 dB 

1 R 


No. 


1 


258 


j NH-(2-(di-uo-propylamino)ethy| 1 


309 


1 NH-n-hvdroxv<4-CmethvlthioV4 
-butyl) 


259 


NH-(2-methylthio)ethyl 


310 


1 NH-f2-n-methvl-2-nvrmliHinn'\. 

ethyl) 


260 


NH-( 1 -carboxamido)ethyl) 


311 


NH-(5-methyl-2-fuiyl)methyl 


261 


1 NH-(cyclopropyl) 


312 


NH-(3-tetrahydrpthiophene- 1,1'- 
dioxide) 


1 262 


NH-(cyclopropyl)methyl 


313 


NH-(2^-dimethyl-3-hydroxy-l- 


263 


NH.(cyclobutyI) 


314 


j NH-<3-thiophene)methyl 


264 


1 NH-(cyclopentyl) 


315 


4-thiomorpholiDe 


265 


j NH-( 1 -imidazolyOpropy 1 


316 


N(hydroxyethylH2-(4- 
morDholino^ethvn 


266 


1 NH-cyclohexy] 


317 


1 di(2-hydroxyethyl)amino 


267 


1 NH-(4-hydroxy)cyclohexyI 


318 


1 1-piperidine 


1 268 


NH<cyclohexyl)methyl 


319 


NH-(4-pyridyI)methyl 


269 


NH-( 1 ,3-dihydK>xy-2-methyl-2- 
propyl) 


320 


i^A^ V * f j^inyoroxy-z-propyi J 


270 


tri(hydroxymethyl}-methylamino 


321 


NH-CH, 


1 


NH-(3-<hydroxyinethyl)-4- 
hydroxy-3-butvn 


322 


N(CH3)-(methylsulphonyI) 


272 


NH-( 1 -hydroxy-4-methyl-2- 
pentyl) 


323 


diethylamino 


273 


NH-(1 -ethyl-2-pyTrolidmo)methyl 


324 


azepinyl 


274 


NH-(2-oxo- 1 -pyrroldmo)propyl 


325 


N(CH3)-(2-hydiDxyethyl) 


275 


NH-(2-tetrahydrofiiiyl)methyl 


326 


1 -(2,5-dihydropyrTole) 


276 


4-(carboxainido)pipaidme 


327 


N(CH3)-(2-(dimethylainino)- 
ethyl) 


277 


NH-(2-(4-morpholino)ethyl) 


328 


1 -inethyl-4-piperazine 


278 


NH-(3-(4-inorpholino)propyl) 


329 


1 -cyclopropyi-4-pipera2ine 


279 


NH-{2-( i -piperidino)ethyI) 


330 1 


z*^nyaroxynieinyypyrroliaine 


280 


NH-(2-(l .pym)lidino)ethyl) 


331 


4-hydFOxypiperidine 


281 


NH-(3-hydroxy-2-niiethyI-2- 
hexyl) 


332 


1 -(2-(4-inorpholino)ethy l)-4- 
piperazine 


282 


NH-(2-methyl- 1 -hydroxy-2- 
propyl) 


333 


1 -(3-hydroxypropyI)-4- 
piperazine 
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No. 



283 I NH-(2-methyl-4-hydroxy-2-butyl) 



No. 

"334" 



N(CH2CH3H2-hydroxyethyI) 



284 



NH-(wo-propyl) 



335 



3-hydroxypyrrondine 



285 NH-(l-hydroxy-2-propyl) 



336 



N(CH3)-(2-cyanoethyl) 



286 



NH-( 1 -hydroxy-2-butyl) 



337 



(4-piperidino)piperidine 



287 I NH-(23-dihydroxypropyl) 



338 



2,6^imethyl-4-iiioipholine 



288 
"289" 



NH-(2-(dimethylamino)ethyl) 



339 



1 -ace^-4-piperazine 



NH-(2KdiethyIamino)ethyl) 



340 



N(CH,)-allyl 



290 



NH-(2-methoxyethyl) 



341 



2-methyIpyrroIidine 



291 NH-(2-(2-hydroxyethoxy)ethyl) 



342 



N(CH2CH3Hwo-butyl) 



292 



293 



NH-(2-hydroxyethyl) 



343 



NH-(2-mercaptocthyl) 



N(CH2CH3H2-cyanoethyl) 



344 



N(CH,Hiso-butyl) 



294 

"295" 



NH-{2-(thioethyl)ethyl) 



345 



4-cthyI-l -piperazine 



NH-(3-ethoxypropyl) 



346 



4-(4-fluorophenyl)-l-pipOTazine 



296 
"297" 



NH-(3-«-butoxypropyI) 



347 



2-carboxy-3-thiazolidine 



NH-{3-hydroxypiopy|) 



348 



4-(2-hydroxyethyl)-l-piperidine 



298 



NH-(5-hydroxypen^) 



349 



N(CH,H3-pyridyl)methyl 



299 NH-(l-methoxy.2.propyl) 



350 



N(CH,)-(2-pyridyl)methyl 



300 



NH-(4-hydioxybutyI) 



351 



2,5-dimethyIpyrrolidine 



301 I NH-(3-methyl.5-pyia2olyl) 



352 



,2,3,6-tetrahydn)pyridyl) 



302 



NH-( 1 -methyl-4-piperazinyl)- 

propyl 

303 I NH-(4-€arboethoxy-4-piperidinyl) 



353 



4-methylpiperidine 



354 



4-(24iydroxyethyl)- 1 -piperazine 



304 NH-(2-(di-ii-butyl)amino)ethyl 



355 



2-(2-hydroxyethyl)piperidine 



305 NH-(2-(di-n-pn>pyl)aRiino)ethyI 



356 



2-ethyI-4,5-dihydro-l -imidazolyl 



306 NH-(tetrahydropyranyI)methyl 



357 



4,5-dihydro-l -imidazolyl 
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Table 11 








N 


No. 




No. 




358 


NH-(2-acetamido)ethyi 


400 


4-methyl- 1 -piperazine 


359 


i>"*V'"'~''^O""niiu0^tuyi 


401 


diethyiamino 


360 


NH-cyclopropyl 


402 


di-(2-hydroxyethyl)amino 


361 


NH-(cycIopropyl)methyl 


403 


N(CH,)-(l-methyI-3-pyrrolidinyI) 


362 


NH-cyclobutyl 


404 


N(CH,).CH2CONH.CH3 


363 


NHsgrdopentyl 


405 


2-oxo-4-piperazine 


364 


NH-(3-(l.imidazolyl)pro|>yl 


406 


NH-f4-hvdlOXV-3-tetrahvflmfiirvl% 


365 


NH-cyclohexyl 




4-metnyIpiperidine 


366 


NH-(4-hydn»^)cyclohexyl 


408 


3,5-climethylpiperidine 


367 


NH-(cycloh^l)methyl 


409 


N(CH,)-{4.hydroxy-4-methyI-3- 
tetrahydropyranyl) 


368 


NH-(1 , 1 -di0iydroxymethyl)ethyl 


410 


1 -(2,3-dihydropyiTolyl) 


369 


NH-(tri(hydroxyinethyl)-methyl) 


411 


2-(hydroxymethyl>-4- 
hydroxypyrrolidine 


370 


NH-(3-(hydroxymethyI)-4-hydroxy 
-3-butyl) 


412 


N(CH,H3-hydroxy-4- 
tetrahydropyranyl) 


371 


NH-(1 -hydroxy-4-methyl-2-pentyl) 


413 


N(CHjHcyclobu!yl)mcthyl) 


372 


NH-(2-tetrahydrofuryI)methyl 


414 


3-hydroxyazetidme 


.373 


4-(carboxamido)piperidine 


415 


N(CH,)-(2-cyanoethyl) 


374 


NH-(2-(4-inorpholine)ethyl) 


416 


N(CH,)-(2-(4-morpholino)ethyl) 


375 


NH-{2-methyl-3-hydroxy-2- 
propyl) 


417 


1 -(2-methoxyethyl)-4-piperazine 


376 


NH-(2-methyl-4-hydroxy-2-butyl) 


418 


2,6-dimethyImorpholine 
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1 No. 


1 


1 No. 


1 R** 


377 


j NH-£so-propyl 


419 


1 thiomorDhoIine 


378 


1 NH-( 1 -hydroxy-2-propyI) 


420 


1 2'in6thvlDineriHinp 


379 


NH.(l-hydn)xy-2-butyl) 


421 


1 2.6-diinethvInin^r1ffiA 


380 


1 NH-(2,3-dihydjroxypropyl) 


422 


1 2--fhvdroxviTteth v1 \r\i n^ri /I f n A 


381 


NH-(2-methoxyethyl) 


423 




382 


j NH-(2-hydroxyethoxy)ethyl 


424 


i 1-^2 5*dihvdmnvrrAtvn 


383 


j NH-(2-meicaptoethyI) 


425 


1 dif2-inethnxvpttivnflm{nrk 


384 


NH-(2-thioethyl)ethyl 


426 


1 4-hvdmyvninprirfifi^ 


385 


1 NH-(3-(diethyIainino)propyl) 


427 


1 2*IC3rDOXdmiHri^nvrr¥\lfrlin«^ 


386 
1 387 


1 NH-(3-ethoxypropyl) 


428 






' NH-<3-hydroxypropyl) 


429 


*^v^**3/ icu any uroiuryj^inciiiyy 


388 


NH-(5-hydroxypentyl) 


430 


^ ttvcij !• I 'pipenaine 


389 


2-(carboxainido)p3aToldine 


431 


J "nyuroAypyiTO iiullie 


390 


NH-(3-methyi-5-pyrazolyl) 


432 


N(CH,>(l.methyl-4.piperidinyl) 


391 


NH-(2-tetrahydropyran)-methyl 


433 


4*pyiTolidino-l-piperidine 


392 


NH-( 1 .hydioxy-6-hexyl) 


434 


4-mcthyI. 1 -diazepinyl 


393 


NH-(5-methyI-2-fiiiyl)-methyl 


435 


2,2-diinethyl-4-tctrahydropyranyl 


1 


NH-(2-methyI-3-hydroxy-2- 
propyl) 


436 


1 -(2-hydroxyethyl)-4-pipera2ine 


395 


NH-(3-thiophene)methyI j 


437 


N(CH3H2-hydroxyethyl) 


396 


NH-2-hydioxyethyl 


438 


2-(hydroxymelhyI)-pyiTolidine 


397 


NH-(2-thiophene)methyl 1 


439 


3-(hydroxyinethyl)piperidine 


398 


piperidine 1 


440 


2,S-diinethyl- 1 -piperazine 


399 


pyrrolidine 1 


441 


NH-CH, 
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Table 12 




OH 



No. 




No. 




442 


NH-(3-dimethyIainino)ethyi 


484 


NH-( 1 -hydroxy-4-methyl-2- 
pentyl) 


443 


NH-(3-diethylamino)ethyI 


485 


NH-(l-hydroxy-2-butyl) 


444 


NH-{2-(2-hydroxyethoxy)ethyl) 


486 


2*rcarboxainido)nviTDl idine 


445 


NH-(2-hydroxyethyI) 


487 


NH-(1 -hydn)xy-4-methyM- 
pentyl) 


446 


NH-(2-(thioethyl)ethyl) 


488 


NH-(l-hydroxy-2-butyl) 


447 


NH-(3-diethylamino)pFopyl 


489 


NH-(3-diinethylamino)ethyl 


448 


NH-(3-ethoxypropyI) 


490 


NH-(2-(2-hydroxyethoxy)ethyl) 


449 


NH-(3-hydn>xypropyl) 


491 


NH-(2-hydroxyethyI) 


450 


NH-(5-hydn>xypentyI) 


492 


NH-(2KthioethyI)ethyl) 


451 


NH-(4-hydioxybu^l) 


493 


NH-(3-diethylaniino)propyl 


452 


NH-(5-methyl-3-pyrazolyI) 


494 


NH-(3-ethoxypropyl) 


453 


NH-<1 -hydioxycyclohexyl)methyl 


495 


NH-(3-hydroxypropyl) 


454 


NH-(2-(2-thiophene)ethyl) 


496 


NH-(5-hydroxypentyl) 


455 


NH-(l-hydn>xy-2-hexyl) 


497 


NH-(4-hydroxybutyl) 


456 


NH<2-( 1 -methyl-2-pyirolidino) 
ethyl) 


498 


NH-(5-methyI-3-pyrazolyi) 


457 


NH-(5-inethyl-2-fuiyl)niethyl 


499 


NH-(1 -hydroxycyclohexyI> 
methyl 


458 


NH-(2,2-dimethyl-3-hydroxy-l - 
propyl) 


500 


NH-(2-(2-thiophene)ethyl) 
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No. 


1 . R" 


No. 


1 R- 


1 **3y 


j NH-(3-thiophene)methyI 


501 


NH-( 1 -hydroxy-2-hexyI) 


1 wu 


j NH-(2,3-dihydroxypn)pyl) 


502 


NH-{2-(l -inethyl-2-pyiTOlidino) 
- 1 etnyj j 


461 


j NH-cyclobutyl 


503 


NH-(5-methyl-2-fiuyl)methyl 


462 


NH-cyclopentyl 


504 


NH-(2,2-dimethyI-3-hydroxy-l - 
propyl) 


463 


1 NH-(3-(l-imida2olyI)pn)pyl) 


505 


NH-{3-thiophene)inethyl 


464 


NH-cyclohexyl 


506 


NH-cyclobutyl 


465 
1 4</c 


NH-(4-hydroxycycIohexyl) 


507 


NH-cyclopeiityl 


1 - •tOQ 


Nll-(cyclohexyI)methyl 


508 


NH-cyclohexyl 


467 


NH-(1 ,3-dihydroxy-2-methyl-2- 
propyl) 


50g 


j ^ri-(4-rnyaroxy)cyclohexyl 


468 


Nh-trirhvdroxvmpthvl^mpfhvi 


CIA 


1 NH-{cycIohexyl)methyl 


469 


hfH-(3-(hydroxymethvn-4-hvdroxv- 
3-butyl) 


sTi 

Jl 1 


NH-( J ,3-dihydroxy.2-methyl-2- 
propyij 


470 j 


NH-(I -ethyl-2-pyiTolidliio)methyl 


512 


1 NH-(3-(hydroxyniethyI)-4. 
hydroxy-3-butyl) 


471 


NH-(2-tetrahydrofiHyl)methyl 


513 


NH-(l-ethyI-2-pyrrolidino) 


472 

1 47T 1 


4-(carboxamido)piperidine 


514 


methyi 

NH-^2-tetrahydrofiiryl)inethyl 




NH-(2-(4-moiphoIino)ethyl) 


515 


4-(carboxamido)piperidine 


14741 
1 *r/*r 1 

1 47S 1 


NH-(2-methyI-3-hydroxy.2-piopyl) 


516 1 


NH-(2-(4-inoiphoIino)ethyl) 


1 "'^ 1 


Nn-(2-methyI-4-hydroxy-2-butyl) 


517 


NH-(2-methyl.3"hydroxy-2- 

nrnnvH 

NH-(2-inethyl-4-hydroxy-2- 
butyl) 


476 


NH-(£ro-prppyl) 


518 1 


477 


NH-(l-methyl-2-hydroxyethyl) 


519 


i^xi-^/ycz-propyi^ 


478 


NH-cycldpropyl 


520 


NH-( 1 -methvU2-hvdroxv*»f livH 


479 
480 


NH-(2-thiophene)meAyl (S) 


521 


NH-cvclooroDvI 


NH-<N-acetyl-2-aininocthyl) 


522 


NH-(2-thiopheae)methyl (R) 


481 


NH-(2-(methyIthio)ethyl) 


523 


NH-(N-acetyl-2-aiiiinocthyl) 


482 
483 


NH-(2-(l-piperidino)ethyI) 


524 


NH-(2-(methylihio)ethyI) 


2-(carboxamido)pyirolidme ~ 


525 | 


di(2-hydroxyethyl)amino 
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Table 13 




ORC 



Compound No. 




R" 


526 


teri-hatyl 


ieri'hutyl 


527 


benzyl 


benzyl 


528 


H 


H 



• Table H 
NH 



No. 






529 


(E>CH=CH-CO-OCH, 


OCH3 


530 


(E)-CH=CH-CO,H 


OCH3 


531 


3-bydrox)rprop-l -eny] 


0CH3 


532 


(E)-CH=CH-CO-(l-piperidine) 


OCHj 


533 


3-hydroxypropyI 


OCH3 


534 


(t}-CH=CH-Ca(4-(2-(dimethylainino)ethyl> 1 - 


OCH3 
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537 
l3S 



539 
540 



51 




piperaanej 

3-hydtoxy-3-methylbuM-ynyI 



3-hydioxy-piop-l -ynyl 



NH, 

NHCO-(4-pyridyI) 



NHCa 



<2-(l -piperidino)ethyl) 
NHCO-(acetoxyinethyl) 



H 



OCH, 



H 

h" 



H 

h" 



Table 15 




CH3O 



j No! 
1 541 


~ X 


'. 




1 542 


0 


phenyl 


H 




NH 


CH3 


OCH3 


table 16 
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No. r3 1 


^1 ■ 


1 

IV 


1 n¥ 
1 


543 1 0Ci5 1 

544 OCH3 1 


^^"1 COKn-butoxy) 


u 
n 


1 




N» I CO-phenyl. 


u 
ii 


1 " 


545 j OCH^ 1 


NH| SO2NH2 


h" 


H 


346 1 C)CH3 j 


1 S02-(4-nitrophenyl) 


H 


H 


547 1 OCH3 T 


CONH-(2-cyanophenyl) 


FT 


CI 


1 OCH3 1 


NH 1 CO-(4-fluorophenyl) 


H 


F 


549 OCf^ fi 


NH( J<U2NH-(4.5-dimethyl-2- 
1 oxazolyl) 




H 


550 j; 00^ f~ 


0 1 SO2NH2 


n 


1 ur 
1 " 


551 I OCH3 


0 I CHO 


jj 
n 


1 UCH3 


552 j OQHi \ 


0 methylsulphonyl 


0 


1 ur 
1 " 


1 553 1 OCH3 


Q 1 CO-phenyl 


n 


1 


[554 1 0CH3 n 


0 1 CHO 


OEt 


1 H 


^^"3 NH CUNIHn.heptyl) " 


H 


H- 


[556 1 OCH3 NH CONH-(3-methoxypn)py|) " 


H 


H~" 


^ rNH] CONHK4.fluon,benzyl) 


H 1 


H 


1 ''^ 1 ^^"^ N*" eONH-(2-(cyclohex-l^nyl) 


H 1 


H 


1 5591 och; [mhI — ;.vM^..!yi . ■ 








_ } *-^*^"n^-™opiiene)ethyl 1 


1 


rj 


M"" UCH3 NH CONH^H2CF3 f 


H r 


n 




i[ CONH-(2-(iiiethyltiuo)ethyl) | 
' CONH-(l.indanyl) "f 


H 1 


IT 

n 


562 OCH^ 


""h T 


u 
n 


1 503 OCH3 NH 


1 CONH-cyclohexyl | 


H i 


TJ 

n 


564 pCHj Im 


CONH-(cyclohexyl)methyl f" 


1 


ri 


305 OCH, NH 


CONH-(6-chIoro-3-pyridyl) | 


H 


u 
ri 


>00 1 OCH3 H 
^^71 OCH, NH 


cUNH-(4-nitroben2yl) 


H 


H 




CONH-(2-(1.3,4-thiadia2oIe)) " 


"h 


H 


568 OCH3 NH 


C0NH-(2-pyridyl) 


H 


H 


30y 0CH3~~NH 


^.UNH-{l.isoquinoIyl) i" 


H 


IT" 


570T OOfc NH" 


CONH-(3Ktntluoroincthyl)-4- 
nitrophenvD) 1 


H 


H 
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NH c;UNH.(1.3.<iimetfiylbutv-l-vn" 



572 I OCH2CH2CH, Inh" 
(4-inoipholine) 



COiH 



573 I OCH2CH2CH, Inh 

(4rmorpboline) 



SO2NH2 



I OCH2CH2CH, Inh 

(4-morpholine) 

575 I 0CH2CH2CH, Inh 



S02NH-(5-niethoxy-2- 
pyiimidinyl) 



(4-inorplioline) 



S02NH-(4,5-dunethyl.2- 
oxazolyl) 



576 I OCH2CH2CH, |nH 
(4-raorpholine) 

577 I . ben^loxy | NH 

578 I ben^Ioxy j NH 



579 



SQ2NH<3,4-dimethyI-5- 
isoxazolyl) 

CONH2 
CO-phenyl 



OCH2CF3 Tnh" 
58P I OCHzCHzCH, I NH" 
(4-moipholine) 



CO-(4-fluorophenyl) 
t;ONH-(cylopentyl) 



CONH-(cydohexyl) 



581 I OCH2CH2CH, |nh" 
(4-nioipholine) 

582 1 qCH2CH2CH, I NH I CUNH-(cycIohcxyl)methJ 



(4-moipholine) 



I OCH2CH2CH, j NH I CONH-<6^hIoro-3-pyridyl) 
(4-inorpholine) 



584 



585 



586 



Oai2CH2eH, iNH 
(4-moipholme) 



C0NH-(2-fuiy|)methyI 



OCH2CH2CH, NH C0NH-(2-tetrahyd.ofuiyl)- 



(4-morpholine) 



methyl 



OCH2CH2CH, |NH 
(4-morphoIine) 



C0NH-(2.pyridyJ) 





R* 






H~1 


H 



H 



H 



H 



H 



H 

"h 
h" 



H 



H 



H 



H 



H 



H 



H 



CI 

"h" 
h" 



H 



H 



H 



H 



H 



H 



H 
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No. 


1 


587 


0CH2CH2CH, 




(4-morpholine) 


588 


OCH2CH2CH, 




(4-morpholine) 




OCHzCHjCH, 




(4-morphoIine) 



590 I OCH2CH2CH 
(4-nioipholine) 

591 I OCH2CH2CH 
(4-iiioq}holine) 

592 I OCH2CH2CH; 
(4-moiphoIine) 

593 j OOfcCHbOl 
(4-moipholme) 



594 I OCH2CH2CH, 
(4-moipholme) 

595 I OCH2CH2CH, 
(4-moiphoIine) 

596 ( OCH2CH2CH; 
(4-motpholine) 



NH 



NH 



NH 



NH 



NH 



C0NH-(3-pyridyJ) 



H 



H 



NH 



NH 



CONH-(i,j.<iimethyIbuty-l-yl) ( H \ — H~ 

CONH-CH2CF3 

CONH-(3-ethoxypropy|) 

CONH-(3-(methylthio)pf6pyI) I H I — h" 

C0NH-(I-niethyl.2-methoxy- I h I — h" 
ethyl) 

C0NH-(3-methyIcyclohexyl) 1 H 1 h" 



C0NHr(2-iiidanyl) 



CONH-(2-(cyclohex-l.enyl> 
ethyl) 



H H 



597 I OCH2CH2CH, 
(4-morphoIine) 



598 



OCH2CH2CH, 
(4-inoipholine) 



OCH3 
OCH3 
OCH2CF3 



INH CONH.2^2-thiophenc)ethyl 



CONHH5-inethyl.2.fiiryl)methyl 



NH CONH-(3-(tetrahydro-thiophene" 
l.r-dioxide) 



H 



NH C0NH-(2-m ethylpcntyl) 
CONH-(3-ethoxypropyI)" 



NH[ CONH.(3.(methylthio)propy|)' 
CONH-(n-hexyl) 
CONH2 



H 



H 



H 
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ISin 


K 


X 


1 _5 


1 r'^ 


R^ 






'KtT Y 

NH 


S02NH.(4,5-dimethyl-2- 
1 oxazolyl) 


H 


H 


605 


OCH2CF3 


NH 


J CO-(4-chlorophenyl) 


H 


CI 


OUO 


OCH2CF3 


NH 


SOzNH-phenyl 


H 


H 


OU/ 


UChl2Cr3 


NH 


CO-phenyl 


H 


H 


ouo 


UUJi2Cr3 


NH 


S02-(4-nitropheny]) 


H 


H 






NH 


CONH-(3-<trifluoroinethyl) 
1 phenyl) 


H 


H 


610 


OCH2CF3 


NH 


CONH-2-(methylthio)ethyl 


H 


H 


01 1 


UCH2CF3 


NH 


1 CONH-(cyclopentyI) 


H 


H 




UCH2CF3 


NH 


CONH-(cyclohexyl) 


H 


H 




UCH2CF3 


NH 


CONH(6-chloro-3-pyridyl) 


H 


H 


OL*f 


UCH2Cr3 


NH 


CONH-(2-tetiahydrofiiiyl. 
methyl) 


H 


H 


615 


OCH2CF3 


NH 


CONH-(2-(4-morpholino)ethyl) 


H 


H 


616 


OCH2CF3 


NH 


CX)NH-(2-pyridyl) 


H 


H 


617 


OCH2CF3 


NH 


C0NH-(3-pyridyI) 


H 


H 


618 


OCH2CF3 


NH 


CONH-(l ,3-dimethylbuty-l -yl) 


H 


H 


oiy 


(JCH2CF3 


NH 1 


CONH-CH2CF3 


H 


H 


OZXJ 


OCH2CF3 


NH j 


CONH-(2,3-dihydroxypropyl) 


H 


H 




UUri2Cr3 


NH j 


C0NH-(2-methylpentyl) 


H 


H 




Liv^ri2^-r3 


NH 1 


CONH'(3-(dimethylaimno)- 
propyl 


H 


H 




UUri2Ur3 


NH 


CONH-(3-ethoxypropyl) 1 


H 


H 




Uv^ri2Cr3 


NH I 


CONH-(3-methyIcycIohexyl) 


H 


H 


625 


0CH2CF3 


NH 


C0NH-(2-indanyI) 


H 


H 


626 


0CH2CF3 


NH 


CONH-(2-(cyclohex-l-enyl) 
ethyl) 


H 


H 


627 


0CH2CF3 


NH 


CONH-2.(2-thiophene)ethyI 


H 


H 


628 


0CH2CF3 


NH 


CONH-(2-(l-methyl-2- 
pyrrolidino)ethYl) | 


H 


H 
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lniUlthe.boveT.bte. Phfephe,,yl.Mei.meU„l<„dE.is«hyl 

™'»'h«i"ventio„<tahcrp,^.c.po™,offo™„ta(nA)„bich 
c«^se..con,p«»doffom«rt.(n).sdefi„«iab,„e.o,.s=d,.«.,..^„ 
prodrug thereof, provided that 

0)wh«eR..R« R.. K^^K'^^,^^^ R^«dR'«b«bby*.g..„ 

MU;.R IS Other than methyl; and 

0H)whereR^R^K^R^R^R^.„,a«area,,hydrogen.Xisoxygen.RMs4..eU^^^ 
-1- piperazmyl and Z is C(0). R« is other methyl. 

Examples of such compounds ai« compounds of fomiula (DC) 

NHZRM 




(nc) 



or a salt, ester or amide thereof; 

wh.^XisO,o,S.S(0)orS(0),«rNR.»h.„R.i,b^„e,^M; 
ZisC(0)orS(0)2. 

R^isop«„,«,,y,a«in„edbyd™«M„„pU,^,^^^^,^ 
R a«^R "«'»*l>««*nUys.lccWfton,h,d«,g«,b.,„.C,,alM.C„dko>^. 

C„*e.y,. . . ^, ^ 5.^^^ 

»«e™q«lie6™^„M, ^3b«^, 

Muchh«««,dicg^„aybe.„™,eor„o„.a™™fiea„d™ybes«»^ " 
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atom), and which phenyl, benzyl or hete«,cycHc group may bear on one or more ring 
carbon atoms up to 5 substituents selected from hydioxy. halogeno. C,.,alkyl. 
C,.3alkoxy. CaaJkanoyloxy. trifluoromethyl. cyano. amino, nitio. C^^alkanoyl 
CMallcanoylamino. CMalkoxycarbonyl. CMalkylsulphanyl. CMalkylsuIphinyl ' 
5 CMaIkylsulphonyi.carbamoyl.N-CMalMcarbamoyl.liN^i(C^ 

ammosulphonyl. N-CMalkylaminosuJphonyl. mi-di(CMalkyI)aminosuIphonyl. ' 
CMHlkylsulphonylamino. and a saturated heteiwyclic group selected fiom 
mo,,hoIino. thiomorpholino. pyirolidinyl. piperazinyl. pipcridinyl imidazoUdinyl and 
pyrazohdinyl. which saturated heterocyclic group may bear 1 or 2 substituents selected 
» ftom oxo. hydroxy, halogeno. C,.3alkyl. C,.3alkoxy. Caalkanoyloxy. trifluoromethyl. 
cyano, ammo, nitro and CMalkoxycarbonyl,and 

where R'. R^. R^ and R" are independenUy selected fiom, halo, cyano. nitio 

trifluo,ometl,rl.C..3alkyl.-NR"R^whereinR«andR'^whichmaybeA^ 
different, each represents hydrogen or Cjalkyl), or -X'R'^ (wherein X' represents a 
direct bond, -0-, ^H^-. -0C0-. carbonyl. -S-. -SO-. -SO,-. -NR'^CO-. -CONR". 

•SQ.NR'S.m"S(Vor.NR'«-(wherei„R-.R"andR'«eachindependenUy ' 
lepresents hydrogen. C..3alkyl or C..3alkoxyC..3alkyl). and R" is selected fiom one of 
the following groups: 

1 0 hydrogen or Csalkyl which may be unsubstituted or which may be substituted 
with one or more groups selected fiom hydroxy, fluoro or amino; 
2') CsalkylX^COR" (wherein X^ represents -O- or -NR^o . i„ Jhich R^o represents 
hydrogen, C,.3alkyl or C,.3alkoxyC„alkyl) and R" represents Cjalkyl. -NRl^R^ or 

-OR-(whereinR^'.R-andR-which may be the sameor different each represents 
hydrogen, Cjalkyl or C,.3aIkoxyC2.3alkyl)); 

3') C..,alkylX^R« (wherein X' represents -0-. ^Q.. -S(V. -OCO-. -NR^CO- 
-CONR\ .S0,NR^ -NR^SO.. or -NR«. (wherein R^. R« r", r^ and R» ealh 
independenUy represents hydrogen. Cjalkyl or CaalkoxyC^-jalkyl) and R" 
represents hydrogen, C.^alkyl, cyclopentyl, cyclohexyl or a S^membered saturated 
heterocycHc group with 1-2 heteroatoms. selected independently fiom O. S and N. 
which Cjalkyl group may b<^ I or 2 substituents selected ftom oxo. hydroxy. 
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fioo 0X0, hydroxy, taloge™. C„dM. C, J^drnx,^ and CMalkoxy) 

4-)C,.^C,.^'R»(«h.^X'„dX'whicl,„,a,bed,= s™e"ordifle^, 
« «* -O-, ^, ^, .NR..CO.. ^0NR» . .SO,NR», -NR^So,- o, -Nr" 

y) (wherdn R» is a 5.^b«d san,«,ed he<er«=yclic group fltated vi. 
c«bo« 0, Bftrog^,) ^ft , .2 het«o«oms, sd«ted indq»Kl=«„ Son, O, S .„d N 
y*«bl,«^Ucs^n^,^ , or2s»l«hu«esoI«Wft„m«»,»,dn,xy" 

» ■^"e'^.C.^I.C.aydr.xyall.yl.CM.ltoxjr.C.^lcoxjC,^™, ' 
CMalkylsulphonylCMalkyI); 

6*) C,.5a]kylR^ (wherein is as defined in (5») above); 

7') C2.salkenylR^« (wherein R'* is as defined in (5*) above); 

8') C2.5alkynylR'« (wherein R« is as defined in (5') above);' 

9') R" (^vherein R^' represents a pyridone greup. a phenyl ^up or a 5-6-membered 

aiomatic heterecycUc group (linked via carfK,n or nitregen) with 1-3 heteroatoms 

selectedfremO.NandS.whichpyrido„e. phenyl orarematicheterecyclicgro^ 
cany up to 5 substituents on an available carbon atom selected from hydroxy 

halogeno. amino, CMalkyl. CMalkoxy. C.^ydroxyaIkyl. CMaminoalkyl 

trifluoromethyl, cyano. -C0NR-R3' and 
i^K (wheremR .R .R andR^'. which may be the same or different, each 
represents hydrogen. CMalkyl or CjalkoxyCwalkyl)); 
10-) CMHlkylR" (wherein R" is as defined in (9*) above); 
1 1 ') C2.jalkenylR" (wherein R" is as defined in (9') above); 
12') CwalkynylR^' (wherein r" is as defined in (9') above);' 
13') C,.5alkylX*R" (wherein X* represents -O-. -SO-. -SO^- .NR«CO- 
^Om^.S(^^«,^.^«,«S0,.or.^«l-(wherei„R«R«R-.R^^ 

m^pendenUy represents hydregen. CMalkyl orC..3alkoxyC«^^^^^ 
defined herembefore); 

M') C..,aIkenylX'R" (wherein represents -O-. -S-. .SO-. .SO^.,.m^^CO. 
-CONR^.SO^R^.^^503o,.,,.^5,(^^^.„^.,^^^^ 
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tofcpe-te-ly «P««« hi*„ge„. c^M or C„alIc.xX;^,) ™. R" is „ 
defined in (9') above); 

15') C«alkynylX»R" (wherein X« represents -0-. -S-. -SO-. .S(V -NR«CO- 
<:0^«l^.SO.^^.^.^«,553o,.or.NR«.(wherei„R-R«RM^«^,^;.^ 

5 mdependendy represents hydiogen. Caalkyl or C^alkoxyC^alkyl) and R" is as 
defined hereinbefore); 

-CONR^^O.NR»,.NR«s<Vor.NR•'.(wte«„R".R»R„R«^^«^• 
■ndependemly «pre«,B hj^ogen, C,^l or Cj^toxyCwdiy^ ^ r» „ 

10 defined hereinbefore); and 

kydiogai or both melhoxy, R" is olher ttai phenyl; and 

•5 mO),R°^ IS Other dianmetfiyl. 

A particularly preferred group of novel compo^ds are compounds of fonnula 

(UB) 




(HB) 

20 or a salts, ester, amide or prodnig thereof 

«^RU'. R'. R'.R".R".Z«^X.,.„<tefi«edi„cl«ml5«,dR^ »dR3 .„ 
g»HPsR »''R'«pe«ivdy,p™vid«l*««feas,one.fsaidgrou„ssndp,.fe^,. 
R .s.««up.fs«b.fcnnul. X'.R"-«*e„x'i,„d.fin«l.bove, a„dR» is, 
f^R "bo™ to claim I, proofed thai it is oftttlhanmediyl 
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These include compounds of fomula (IID) 



NH2RM 




aiD) 

or a salt, ester or amide thereof; 

where R'. R^ r', r«, X. Z and R« are as defined in relation to formula (UC) and R*' 
and R^' are groups R^ and R' as defined in relation to formula (HC) respectively 
provided that at least one of said groups and preferably R^' is a group of sub-foimula 
X-R wheieX'isasdefinedinrelationtoformula(UC). and R'^' is a group R" as 
defined in relation to formula (ttQ, provided that it is other than methyl. 

Preferred variables as described above apply also to formula (IIA).(IIB) fflC) 
and (DD) where possible. 

Yet another embodiment of the invention provides a compound of formula (VIA) 




or a salt, ester, amide or prodrug thereof. 



(VIA) 
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where X. Y, R', r", R«, r', R« are as defined in relation to fonnula (I), R" is as 
defined in relation to fonnula (VI), and R" and R» are equivalent to R^ and R' as 
defined above in relation to formula (I) except that at least one of R« or R'' is a group 
of sub-formula X'r" where R« is as defmed in relation to formula (I), provided that 
5 when said one of R« or R*» is moipholinopropoxy. the other is not a group of sub- 
formula (18); and further provided that when when said one of R" or R^' is 
m^oxyethoxy, the other is not methoxy. 

Particular examples are compounds of formula (VIB) 




(VIB) 

or a salt, ester or amide thereof 

wh«e X, Y, R', R^ r', R' are as defined in relation to compound (VIC), R*' is as 
defined in in relation to compound (VIC), and R*" and R»^are equivalent to R^ and R' 
in relation to compound (VICX except tiiat at least one of R" or R» is a group of sub- 
formula X'r" where R" is as defined in relation to compound (VIC), provided tiiat 
when said oneof R" or R® is moipholinopropoxy, tiie other is not a group of sub- 
formula (18) as defined in claim 1 8; and furtiier provided that when when said one of 
R" or R* is metiioxyetiioxy, the other is not methoxy. 

In another embodiment, the invention provides a compound of formula (VID) 
which is of similar structure to (VIA) above but in which X, Y, R', R^ R« r\ r« and 
R'* are as defined in relation to fonnula (VI) , r" is halo, cyano. nitro, 
trifluoromethyl. Cjalkyl. -NR"R" (wherein R" and R'< are as defined above in 
relation to fonnula (1). or a group -X'r" where X' and R" are as defined in relation 
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toformula(DandR'*isparticuIarlyagioupofsubg«,up(l)or(10). andR^is 
C^koxy optionally substituted by fluorine or a group X«R^' i„ which X« is 
.selectedfiomag„,updefi„edforX' above, and R" is a heterocyclic gioup.and in 
particular a 5-6-membered aromatic heterocyclic group (linked via nitrogen) with 1-3 
5 heteroatoms selected from O. N and S; provided that at least one of R« and R« is 
Other than unsubtituted methoxy. 

Preferably at least one of R" or R^ is selected from g^ups (1). (3). (6). (,0) 
or (22) as defined in relation to formula (VIA). 

A preferred example of R«» is 3-moiphoIinopropoxy. 
JO Preferably at least R<» is other than unsubstituted alkoxy. 

Where R« or R» is unsuhsituted alkoxy. it is preferably methoxy. 
Suitable halo substituents forR« and R® are fluoio. 
Other examples for and/or R» include 3.3.3-trifluoroethoxy. 
Again prefeited variables defined above apply in respect of formula (VIA) 
«5 (VIB). (VIC) or (VID) Miiere possible. 

Preferably in the novel compounds, X is NH. 
Preferably also, X' is oxygen. 

Compounds of fonnula (1) may be prepared by methods known in the art or 
by analogous methods. For example, a compound of fomiula (1) can be prepared by 
20 reacting a compound of formula (VID) 



pi* 


R85 














(Vlll) 





where R''. R^, R^", and R"' are equivalent to a group R', R^, r^ and R< as 

25 definedinrehtiontofora,ula(Doraprecursorthereof.andR« is a leaving group, 
witfi a compound of fonnula (IX) 
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10 



15 




20 



(IX) 

Where X. R^ and R" are as defined in relation to formula (I), and thereafter if 
desired or necessary converting a group R' ', R^", r^" or R*' to a group R'. R^, r' and 
R" respectively or to a different such group. 

Suitable leaving groups for R« include halo such as chloro, mesylate and 
tosylate. TT« reaction is suitably eflfected in an organic solvent such as an alcohol like 

isopropanol. at elevated temperatures, convenicntiy at the reflux temperature of the 
solvent 

The conversion of a group R' *. R^. r'" or R^' to a group r'. R^ r' and R* 
respectively or to a different such group, may be particularly useful in connection with 
the preparation of compounds of formula (DB) and examples of these preparations are 
provided hereinafier. 

Compounds of fomiula (Vni) and (DQ are either known compounds or they 
can be derived from known compounds by conventional methods. 

The use of such methods for producing novel compounds of the invention foim 
a further aspect of the invention. Thus the invention further provides a method for 
preparing a compound of fomiula (OA). (IB). (UQ. (HD), (VIA) or (VIB), which 
method comprises reacting a compound of fonnula (Vin') 




cm') 
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M*erc R'- is equivaJent to the corresponding group of formula R' as defined in relation 
to the said compound of formula (IIA), (HB). (EC). (IID). (VIA) or (VIB). or a 
precursor thereof; 

R'" is equivalent to the coiresponding group of formula R^ or R^' or R" as defined in 
5 relation to the said compound of of fomiula (DA). (UB). (HQ. (UD), (VIA) or (VIB). 
or a precursor thereof; 

R'" is equivalent to the corresponding group of formula R' or R^'or R«as defined in 
relation to the said compound of fomiula (HA). (UB). (DC). (DDX (VIA) or (VIB), or a 
precursor thereof; 

0 R''- is equivalent to the coneiponding group of fomiula R* as defined in relation to the 
said compound of formula (HA). (HB). aiQ. (IID). (VIA) or (VIB). or aprecursor 
thereof, 

R* is a group R« Mdiere present in the compound of any one of of formula (IIA). (HB) 
(nC). (IID), (VIA) or (VIB). or is hydrogen vAere absent, and R« is a leaving group.' 
5 with a compound of formula (DC) 




(IX') 



where X. R' and R« are as defined in relation to the relevant compound according to 
any one of claims 19to26, andR-isagroupofformulaNHZR-orY(0)R« wheieZ. 
R-. Y and R« as are defmed in the relation to the said compound in^y om^of claims 
19 to 26; and Uiereafterifdesired or necessaiy converting a group R'- R'" R'-orR^* 

toagroupR'.R^orR-orR".R3orR'orR«andR<respecti^lyor'toa'difrerem 
such group. 

Compounds offormula(0 are inhibitors of aurora 2 kinase. As a result, these 
compounds can be used to treat disease mediated by these agents, in particular 
pioHferative disease. 
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According to a further aspect of the present invention there is provided a 
method for inhibiting aurora 2 kinase in a warm blooded animal, such as man, in need 
of such treatment, which comprises admmistering to said animal an efifective amount 
of a compound of formula (I), or a phaimaceutically acceptable salt, or an in vivo 
hydrolysable ester, or amide or prodrug thereof. 

Novel compounds of formula (I) have not hitherto been proposed for use in 
therapy. Thus, according to a further aspect of the invention there is provided a 
compound of the formula (UA), QIB) or (VIA) as defined herein, or a phamiaceutically 
acceptable salt or an in vivo hydrolysable ester, or amide or prodrug thereof, for use in 
a method of treatment of the human or animal body by therapy. Iii particular, the 
compounds are used in methods of treatment of proliferative disease such as cancer 
and in particular cancers such as colorectal or breast cancer where aurora 2 is 
upregulated. 

Compounds of formula (I) are suitably applied in the form of a pharmaceutical 
composition. Preferred compounds of formula (I) for use in die compositions of the 
invention are as described above. 

Some of these are novel and form yet a further aspect of the invention. Thus. 
Uie invention also provides a pharmaceutical composition comprising a compound of 
formula (HA). (IIB) or (VIA) as defined herein, or a pharmaceutically acceptable salt, 
or an in vivo hydrolysable ester Uiereof, in combination wid» at pharmaceutically 
acceptable carrier. 

The compositions of compounds of formula (I) may be in a form suitable for 
oral use (for example as tablets, lozenges, hard or soft capsules, aqueous or oily 
suspensions, emulsions, dispersible powders or granules, syrups or elixirs), for topical 
use (for example as creams, ointinents. gels, or aqueous or oily solutions or 
suspensions), for administration by inhalation (for example as a finely divided powder 
or a liquid aerosol), for administration by insufflation (for example as a finely divided 
powder) or for parenteral administration (for example as a sterile aqueous or oily 
solution for intravenous, subcutaneous, intramuscular or intramuscular dosing or as a 
suppository for rectal dosing). 
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The compositions of the invention may be obtained by conventional procedures 
using conventional pharaiaceutical excipients. well known in the art. Thus, 
compositions intended for oral use may contain, for example, one or more colouring, 
sweetening, flavouring and/or preservative agents. 
' Suitable pharmaceutically acceptable excipients for a tablet formulation 

include, for example, inert diluents such as lactose, sodium carbonate, calcium 
phosphate or calcium carbonate, granulating and disintegrating agents such as com 
starch or algenic acid; binding agents such as starch; lubricating agents such as 
magnesium stearate, stearic acid or talc; preservative agents such as ethyl or propyl 
fi-hydroxybenzoate. and anti-oxidants, such as ascorbic acid. Tablet foraiulations may 
be uncoated or coated either to modify their disintegration and the subsequent 
absorption of the active ingredient witfiin the gastrointestinal track, or to improve Uieir 
stabUity and/or appearance, in eitfiercase, using conventional coating agents and 
I»ocedures well known in the art 

Compositions for oral use may be in the form of hard gelatin capsules in which 
the active ingredient is mixed with an inert solid diluent, for example, calcium 
carixjnale. calcimn phosphate or kaolin, or as soft gelatin capsules in which the active 
ingredient is mixed with water or an oil such as peanut oil. liquid paraffin, or olive oil. 

Aqueous suspensions generally contain tiie active ingrediem in finely powdered 
form togeUjcr with one or more suspending agents, such as sodium 
carboxymetiiylcellulose, metiiylcellulose. hydroxypropylmetiiylccUulose. sodium 
alginate, polyvinyl-pyrrolidone. gum tragacanth and gum acacia; dispersing or wetting 
agents such as lecithin or condensation products of an alkylene oxide with fatly acids 
(for example polyoxycthylene stearate). or condensation products of ethylene oxide 
widi long chain aliphatic alcohols, for example heptadecaethyleneoxycetanol. or 
condensation products of ethylene oxide with partial esteis derived fiom fetty acids 
and a hexitol such as poIyoxyeUiylene sorbitol monooleate, or condensation products 
of etfiylene oxide with long chain aliphatic alcohols, for example 
heptadecaeUiyleneoxycetanol. or condensation products of ethylene oxide wiUi partial 
esters derived from fetty adds and a hexitol such as polyoxycthylene sorbitol 
monooleate. or condensation products of etfiylene oxide wiUi partial esters derived 
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from fatty acids and hexitol anhydrides, for example polyethylene sorbitan 
monooleate. The aqueous suspensions may also contain one or more preservatives 
(such as ethyl or propyl Q*hydn>xybenzoate, anti-oxidants (such as ascorbic acid), 
colouring agents, flavouring agents, and/or sweetening agents (such as sucrose, 
S saccharine or aspartame). 

Oily suspensions may be formulated by suspending the active ingredient in a 
vegetable oil (such as arachis oil, olive oil, sesame oil or coconut oil) or in a mineral 
oil (such as liquid paraffin). The oily suspensions may also contain a thickening agent 
such as beeswax, hard paraffin or cetyl alcohol. Sweetening agents such as those set 
10 out above, and flavouring agents may be added to provide a palatable oral preparation. 
These compositions may be preserved by the addition of an anti-oxidant such as 
ascorbic acid. 

Dispersible powders and granules suitable for preparation of an aqueous 
suspension by the addition of water generally contain the active ingredient together 
15 with a dispersing or wetting agent, suspending agent and one or more preservatives. 
Suitable dispersing or wetting agents and suspending agents are exemplified by those 
already mentioned above. Additional excipients such as sweetening, flavouring and 
colouring agents, may also be present 

The pharmaceutical compositions of the invention may also be in the form of 
20 oil-in-water emulsions. The oily phase may be a vegetable oil, such as olive oil or 
arachis oil, or a mineral oil, such as for example liquid paraffin or a mixture of any of 
these. Suitable emulsifying agents may be, for example, naturally-occurring gums such 
as gum acacia or gum tragacanth, naturally-occurring phosphatides such as soya bean, 
lecithin, an esters or partial esters derived from fatty acids and hexitol anhydrides (for 
25 example sorbitan monooleate) and condensation products of the said partial esters with 
ethylene oxide such as polyoxyethylene sorbitan monooleate. The emulsions may also 
contain sweetening, flavouring and preservative agents. 

Syrups and elixirs may be formulated with sweetening agents such as glycerol, 
propylene glycol, sorbitol, aspartame or sucrose, and may also contain a demulcent, 
30 preservative, flavouring and/or colouring agent 
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The phannaceutical compositions may also be in the form of a sterile injectable 
aqueous or oily suspension, which may be formulated according to known procedures 
using one or more of the appropriate dispersing or wetting agents and suspending 
agents, which have been mentioned above. A sterile injectable preparation may also be 
5 a sterile injectable solution or suspension in a non-toxic parenterally*acceptable diluent 
or solvent, for example a solution in 1,3-butanedioL 

Suppositoiy formulations may be prepared by mixing the active ingredient with 
a suitable non-irritating excipient v\*ich is solid at ordinary temperatures but liquid at 
the rectal temperature and will therefore melt in the rectum to release the drug. 
1 0 Suitable excipients include, for example, cocoa butter and polyethylene glycols. 

Topical formulations, such as creams, ointments, gels and aqueous or oily 
solutions or suspensions, may generally be obtained by formulating an active 
ingredient with a conventional, topically acceptable, vehicle or diluent using 
conventional procedure well known in the art. 
15 Compositions for administration by insufflation may be in the form of a finely 

divided powder containing particles of average diameter of, for example, 30\i or much 
less, the powder itself comprising either active ingredient alone or diluted with one or 
more physiologically acceptable carriers such as lactose. The powder for insufflation is 
then conveniently retained in a capsule containing, for example, 1 to 50mg of active 
20 ingredient for use with a turbo-inhaler device, such as is used for insufflation of the 
known agent sodium cromoglycate. 

Compositions for administration by inhalation may be in the form of a 
conventional pressurised aerosol arranged to dispense the active ingredient either as an 
aerosol containing finely divided solid or liquid droplets. Conventional aerosol 
25 propellants such as volatile fluorinated hydrocarbons or hydrocarbons may be used and 
the aerosol device is conveniently arranged to dispense a metered quantity of active 
ingredient. 

For further information on Formulation the reader is refeired to Chapter 25.2 in 
Volume 5 of Comprehensive Medicinal Chemistry (Corwin Hansch; Chairman of 
30 Editorial Board), Pergamon Press 1990. 
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The amount of active ingiedient that is combined with one or more excipients 
to produce a single dosage form will necessarily vary depending upon the host treated 
and the particular route of administration. For example, a fotmulation intended for oral 
administration to humans will generally contain^ for example, from 0.5 mg to 2 g of 
5 active agent compounded with an appropriate and convenient amount of excipients 
which may vary from about 5 to about 98 percent by weight of the total composition. 
Dosage unit forms will generally contain about 1 mg to about 500 mg of an active 
ingredient For further information on Routes of Administration and Dosage Regimes 
tiie reader is referred to Chapter 25.3 in Volume 5 of Comprehensive Medicinal 
10 Chemistry (Corv^ Hansch; Chairman of Editorial Boai«Q, Pergamon Press 1990. 

The size of the dose for therapeutic or prophylactic purposes of a compound of 
tfie Formula I vnll naturally vary according to tiie nature and severity of the conditions, 
tfie age and sex of tfie animal or patient and tiie route of administration, according to 
well known principles of medicine. As mentioned above, compounds of the Formula I 
1 5 are useful in treating diseases or medical conditions which are due alone or in part to 
the effects of aurora 2 kinase. 

In using a compound of the Formula I for therapeutic or prophylactic purposes 
it will generally be administered so tiiat a daily dose in tfic range, for example, 0.5 mg 
to 75 mg per kg body weight is received, given if required in divided doses. In general 
20 lower doses will be administered when a parenteral route is employed. Thus, for 

example, for intravenous administration, a dose in tiie range, for example, 0.5 mg to 30 
mg per kg body weight will generally be used. Sinularly, for administration by 
inhalation, a dose in tiie range, for example, 0.5 mg to 25 mg per kg body weight will 
be used. 

25 The treatment defined hereinbefore may be applied as a sole tiierapy or may 

involve, in addition to the use of the compounds in accordance with the invention 
and/or compounds of the invention, one or more otiier substances and/or treatments. 
Such conjoint treatment may be achieved by way of simultaneous, sequential or 
separate adminstration of the individual components of tfie treatment. In tfie field of 

30 medical oncology it is normal practice to use a combination of different forms of 
treatment to treat each patient witii cancer. The otfier components of such conjoint 
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treatment may be, for example, suigeiy. radiotherapy or chemotherapy. Such 
chemotherapy may ioclude one or more of the following categories of therapeutic ' 
agents :- 

(i) anti-invasion agents (for example metalloproteinase inhibitors like 
marimastat and inhibitors of urokinase plasminogen activator receptor function); 

(ii) anti-proliferativc/anti-neoplastic drugs and combinations thereof, as 
used in medical oncology, such as platinum derivatives (for example cis-platin, 
carboplatin); alkylating agents (for example cyclophosphamide, nitrogen mustaid, 
melphalan, chlorambucil, busulphan and nitrosoureas); anti-metabolites (for example 
anti-folates such as fluoropyiimidines like 5-fluorouracil and tegafur, laltiticxed, 
methotrexate, cytosine arabmoside and hydroxyurea); anti-tumour antibiotics (for 
example anthracyclines Uke adriamycin, bleomycin, doxorubicin, daunomycin, 
epirubicin, idarubicin, mitomycin-C, dactinomycin and mithramycin); anti-mitotic 
agents (for example vinca alkaloids like vincristine, vinblastine, vindesine and 
vinorelbine and taxoids like taxol and taxotere); and topoisomerase inhibitors (for 
example epipodophyllotoxins like etoposide and teniposide, amsacrine, topotecan and 
camptothedn); 

(iii) cytostatic agents such as anti-oestrogens (for example tamoxifen, 
toremifene, raloxifene, droloxifene and iodoxyfene); anti-androgens (for example 
bicalutamide, flutamide, nUutamide and cyproterone acetate); LHRH antagonists or 
LHRH agonists (for example goserelin, leuprorelin and buserclin); progestogens (for 
example megestrol acetate); aromatase inhibitors (for ocample as anastiozole, 
letrazole, vorazole and exemestane) and inhibitors of 5-icductase such as finasteride; 

(iv) inhibitors of growth factor function, for example such inhibitors include 
growth fector antibodies, growth factor receptor antibodies, tyrosine kinase inhibitors 
and serine/threonine kinase mhibitors, for example inhibitors of the epidermal growth 
fector family (for example EGFR tyrosme kinase inhibitors) for example inhibitors of 
the platelet-derived growth factor family and for example inhibitors of the hepatocyte 
growth factor family; and 

(v) anUangiogenic agents such as thosie which inhibit vascular endothelial • 
growth fector such as the compounds disclosed in hiteraationai Patent AppUcations 
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WO 97/22596, WO 97/30035, WO 97/32856 and WO 98/13354 and those that work 
by other mechanisms (for example linomide, inhibitors of integrin avp3 function and 
angiostatin). 

Such combination products employ the compounds of this invention 
within the dosage range described hereinbefore and the other phaimaceutically-active 
agent within its approved dosage range. 

The invention will now be illustrated in the following non limiting Examples, 
in which standard techniques known to the skilled chemist and techmques analogous 
to those described in these Examples may be used where appiopiiate, and in which, 
unless otherwise stated: 

(i) evaporations were carried out by rotary evaporation in vacuo and work up 
procedures were carried out after removal of residual soUds such as drying agents by 
filtration; 

(ii) operations were carried out at ambient temperature, typically in the range 18-25*C 
and in air unless stated, or unless the skiUed person would otherwise operate under an 
atmosphere of an inert gas such as aigon; 

(iii) column chromatography (by the flash procedure) and medium pressure liquid 
chromatography (MPLC) were performed on Merck Kieselgel silica (Art 9385) or on 
Merck Lichroprep RP.18 (Art 9303) rcversed-phase silica, obtained from E. Merck, 
Darmstadt. Germany; bond elute chromatography was performed using Varian Mega 
Bond Elut cartridges (10 g, order code 1225-6034), obtained fh)m Varian Sample 
Preparation Products, California, USA; 

(iv) yields are given for illustration only and are not necessarily the maxunum 
attainable; 

(v) the structures of the end products of the formula (I) were generally confumed by 
nuclear (generaUy proton) magnetic resonance (NMR) and mass spectral techniques; 
proton magnetic resonance chemical shift valves were measured in deuterated 
DMSOde (unless otherwise stated) on the delta scale (ppm downfi^ld fiom 
tetramethylsilane) using a Varian Qemim 2000 spectrometer operating at a field 
strength of 300MH2, or a Bruker DPX300 spectrometer operating at a field strength of 
300MHz; and peak multiplicities are shown as follows: s, singlet; d, doublet; dd. 
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10 



15 



20 



25 



30 



double doublet; t. triplet; q. quartet; qu. quintet; m. multiplet; bs. broad singlet; mass 
spectrometry (MS) was performed by electrospray on a VG platform; 

(vi) robotic synthesis was carried out using a Zymate XP robot, with solution additions 
via a Zymate Master Laboratory Station and stirred via a Stem RS5000 Reacto^tation 
at25^C; 

(vii) work up and purification of reaction mixtures from robotic synthesis was carried 
out as follows: evaporaUons were carried out in vacuo using a Savant AES 2000; 
column chromatography was performed using either an Anachem Sympur MPLC or 
Jones Flashmaster MPLC systems on silica using Varian Mega Bond Elut cartridges; 
the structures of the final products were confirmed by LCMS on a Micromass 
OpenLynx system using the following and are quoted as retention time (RT) in 
minutes: 

4.6 mm x 3 cm Hichrom RPB 
5% Methanol in Water + 0.1% foimic acid 
5% Methanol in Acetonitrile + 0. 1% formic acid 
L4ml/min 

5 minutes with a 4.5 minute gradient from 0-1 00% B 
254 nm, bandwidth 10 nm 
Micromass Platform LC 
0.002 ml 

(vii) Analytical LCMS for compounds which had not been prepared by robotic 
synthesis was performed on a a Waters Alliance HT system using the following and 
are quoted as retention time (RT) in minutes: 



Column: 
Solvent A: 
Solvent B: 
Flow rate: 
Run time: 
Wavelengtii: 
Mass detecton 
Injection volume 



Column: 
Solvent A: 
Solvit B: 
Solvent C: 
Flow rate: 
Runtime: 
5% solvent C 
Wavelengtii: 



2.0 mm X 5 cm Phenomenex Max-RP 80A 
Water 

Acetonitrile 

Methanol + 1% formic acid 

1.1 ml/min 

5 minutes with a 4.5 minute gradient from 0-95% B + constant 
254 nm, bandwidtii 10 nm 
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Injection volume O.OOS ml 

Mass detector: Micromass ZMD 

(viii) Preparative high performance liquid chromatography (HPLC) was performed on 
a Gilson instrument using the following and are quoted as retention time (RT) in 
S minutes: 

Column: 21 mm x 10 cm Hichrom RPB 

Solvent A: Water + 0.1% trifluoracetic acid. 

Solvents: Acetonitrile + 0.1% trifluoracetic add 

Flow rate: 18ml/min 
10 Run time: 15 minutes with a 10 minute gradient from 5-100% B 

Wavelength: 254 nm, bandwidth 1 0 nm 

Injection volume 2.0-4.0 ml 

Ox) intermediates ww not generally folly characterised and purity was assessed by 
thin layer chromatography (TLC). HPLC, iniia-red QR), MS or NMR analysis; 

IS 

TTie following Examples illustrate the invention. 
Example 1 - P reparation of Compound No. 1 in Table 1 

A solution of 4-chloro-6,7-dimethoxyquinazoline (3.176 g, 14.13 mmol) and N- 
benzoyl 4-aminoaniline (3.00 g, 14.13 mmol) in isopropanol (200 ml) was heated at 
20 reflux for 3 hours before the reaction was allowed to cool to ambient temperature. The 
solid which had precipitated was collected by suction filtration and washed with diethyl 
ether (2 x 50 ml). Drying of (his material yielded the title compound (5.66 g, 92 % 
yield) as a pale-yellow solid : 

'H-NMR(DMSO d«) : 11.29 (s. IH), 10.39 (s, IH), 8.80(s, IH), 8.25 (s, IH). 7.98 (d. 
2S 2H, J » 8 Hz). 7.89 (d, 2H. J = 8 Hz), 7.65 (d, 2H, J = 8 Hz). 7.50-7.63 (m, 3H), 7.32 
(s. IH), 4.00 (s, 3H), 3.98 (s, 3H) : 
MS(+veESI):401(M+H)*. 

4-Chloro-6,7-dimethoxyquina2oline and N-benzoyl 4-aminoaniline, used as the starting 
materials were obtained as follows : 
30 a) A mixture of 4,5-dimcthoxyanthranilic acid (19.7 g, 100 mmol) and fomiamide 
(10 ml) was heated at 190 "C for 5 hours. The mixture was allowed to cool to 
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approximately 80 and water (50 ml) vm added. The mixture was then allowed to 
stand at ambient t^ratiiie for 3 hours. Collection of the solid by suction filtration, 
followed by washing with water (2 x 50 ml) and diying in vacuo, yielded 6.7- 
dimethoxy-3.4-dihydroquinazolin-4-one (3.65 g, 18 •/, yield) as a white solid : 
i 'H-NMR (DMSO d.) : 12.10 (s. IH). 7.95 (s. IH). 7.42 (s, 11^. 7.U (s. IH). 3.88 (s. 
3H),3.84(s,3H): 

MS(-veESI):205(M-H)-, 

b) Dimethylformamide (0.2 ml) was added diopwise to a solution of 6.7- 
dimetiioxy-3.4-dihydro^uina2ohn-4K)ne (10.0 g. 48.5 mmol) in thionyl chloride (200 
ml) and the leaction was heated at icflux for 6 hours. The reaction was cooled, excess 
thionyl chloride was removed in vacuo and the residue was azeotioped with toluene (2 
X 50 ml) to remove the last of the thionyl chloride. TTie residue was taken up in 
dichloiomcthane (550 ml), the solution was washed with saturated aqueous sodium 
hydrogen carbonate solution (2 x 250 ml) and the oiganic phase was dried over 
magnesium sulphate. Solvent evaporation in vacuo yielded 4-chloio-6,7- 
dimethoxyquinazoline (10.7 g, 98 % yield) as a white solid : 

•H.NMR(DMSOd6):8.86(s. lH).7.42(s. lH).7.37(s. IH). 4.00 (s.3H). 3.98 (s, 
.3H): 

MS(+veESI):225(M+H)*. 

c) Benzoyl chloride (10.7 ml. 92.5 mmol) was added to a stined solution of 1.4- 
phenylenediamine(10.0g.92.5imnol)andtriethylamine(14.2ml. I02mmol)in ' 
dichloromethane (250 ml) at 0 »C. TTie reaction was allowed to warm to ambient 
temperature over 3 hours, the solid was filtered oflfand water (100 ml) was added to the 
filtrate, causing precipitation of a second solid. CoUection of this solid by suction 
fUtration and diying in vacuo yielded N-benzoyl 4^inoaniline (5.55 g. 28 % yield) as 
a white solid : 

•H-NMR (DMSO d.) : 9.83 (s. IH). 7.90 (d, 2H. J = 7 Hz). 7.42-7.56 (m. 3H). 7.35 (d. 

2H. J = 8 Hz). 6.53 (d. 2H. J = 8 Hz). 4.88 (s. 2H) : 

MS(.vcESI):211(M.H)-. 
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Example 2 - Preparation of Comp nim d No. 2 in ThHIa i 

2.Fiiroyl chloride (44 mg. 0.34 mmol) was added to a solution of 4-(4- 
aininoaniIino)-6,7^iniethoxyquinazoline (100 mg. 0.34 mmol) and triethylamine 
(0.052 ml. 0.37 mmol) in dichloromethane at ambient temperature under an inert 
5 atmosphere. TTie reaction was stirred for 2 hours at ambient temperature, more fiiroyl 
chloride was added (1 5 mg. 0. 1 1 mmol), the reaction was stirred for a further 30 
minutes and then the volatiles were removed in vacuo. Purification of die crude product 
by flash chromatography on silica gel. eluting with 5 % methanol in dichloromethane. 
yielded the tide compound (70 mg. 53 % yield) as a glassy yellow solid : 
10 -H-NMR (PMSO d5) : 10.15 (s. IH). 9.43 (s. IH). 8.41 (s. IH). 7.92 (d. IH. J = I Hz). 
7.82 (s, IH). 7.73 (s. 4H). 7.30 (d. IH. J = 3 Hz). 7.15 (s. IH). 6.68 (dd. IH. J = 1, 3 
Hz), 3.95 (s,3H), 3.90 (s,3H): 
MS(-veESI):389(M-H)-. 

Eiamniea - Preparation nf Compound No. 3 in Tahig I 
•5 K3-dimethylaminopropyl).3-ethylcarbodiimide hydrochloride (EDCI) (48.5 

mg. 0.25 mmol) and 4-(dimediylamino)pyridine (3 mg. 0.025 mmol)were added to a 
solution of 4K4-aminoanilino>6.7-dimethoxyquinazoline (50 mg. 0.17 mmol) and 
cinnamic acid (28 mg. 0. 19 mmol) in dimethylformamide (0.8 ml) and the reaction 
stirred at 50 »C for 1 8 hours. The reaction was cooled, poured into water (10 ml). 
20 treated with saturated aqueous sodium hydrogen carbonate solution (3 ml) and the solid 
material collected by suction filtration. Drying in vacuo yielded the titie compound (60 
mg. 83 % yield) as a brown solid : 

•H-NMR (DMSO d6) : 10.18 (s, IH), 9.42 (s. IH). 8.41 (s. IH). 7.83 (s. IH). 7.72 (s. 
4H). 7.61 (s, 2H), 7.58 (d. IH. J » 8 Hz), 7.35.7.50<m, 3H). 7,17 (s. IH), 6.83 (d, IH. J 
25 = 8 Hz), 3.95 (s, 3H). 3.91 (s, 3H) : 
MS (+ve ESI) ; 427.5 (M+H)*. 

Example d . l>rAp, ration of Cnmpoand No. 4 in Tafilg I 

An analogous reaction to that described in example 3. but starting widi 3.4,5- 
trimethoxybenzoic acid (39.4 mg. 0.186 mmol) yielded the tide compound (69 mg, 83 
30 % yield) as a yellow solid: 
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'H.NMR(DMS0d6): 10.11 (s, lH).9.46(s. lH),8.43(s, lH).7.84(s. IH), 7.68-7.79 
(m. 4H), 7.29 (s, 2H), 7.15 (s. IH), 3.95 (s, 3H). 3.91 (s. 3H). 3.87 (s. 6H), 3.72 (s. 3H): 
MS (-ve ESI) : 489 (M-H)'. 

Example 5 - Preparation of Compound No. S in Table 1 
5 An analogous reaction to that described in example 3, but starting with 2,4- 

difluorobenzoic acid (59 mg, 0.37 mmol), and perfonning the reaction at 80 "C, yielded 
the title compound (70 mg, 48 % yield) as a vAdte solid : 
'H.NMR(DMSOd6): 9.48 (bs.lH). 8.41 (s. lH),7.84(s. IH). 7.66-7.78 (m,5H). 
7.35-7.45 (m. IH), 7.15-7.26 (m ,1H). 7,14 (s, IH), 3.95 (s, 3H), 3.90 (s, 3H) : 
10 MS (-ve EST) : 435 (M-H)*. 

Example 6 - Prepa ration of Compound No. 6 in Table I 

An analogous reaction to that described in example 3, but starting with 3,4- 
dunethoxy-6-nitrobenzoic acid (84 mg. 0.37 mmol), and perfonning the reaction at 80 
"C, yielded the title compound (57 mg, 33 % yield) as a pale yellow solid : 
'H-NMR(DMS0d6): 10.47 (s, lH).9.46(s. lH),8.42(s, lH).7.84(s. IH). 7.63-7.78 
(m, 5H), 7.27 (s, IH), 7.15 (s, IH), 3.95 (s, 3H). 3.94 (s. 3H). 3.90 (s, 6H) : 
MS (-ve ESI) : 504 (M-H)-. 

Example 7 - Prcp gration of Compound No. 7 in Table 1 

0-(7-Azabenzotriazol-l-yl)-NJ^,N*,N*-tetramethyluromum 
hexafluorophosphate (HATU)(192 mg, 0.50 mmol) was added to a suspension of 2,4- 
dinitrobenzoic acid (71 .5 mg, 0.337 mmol) m dimethylfonnamide (1 .5 ml). After 5 
minutes. 4-(4-aminoanilino)-6.7-dimctfioxyqulna2oline (100 mg, 0.17 mmol) was 
added and the reaction heated at 50 •€ for 3 hours. The reaction was cooled, poured 
into water (15 ml) and diethyl «ther<5ml) was added. The solid which precipitated was 
collected by suction filtration and washed with water (10 ml) and diethyl ether (10ml). 
Diying of the solid in vacuo yielded the tiUe compound (57 mg, 34 % yield) as a white 
solid : 

'H-NMR (DMSO dfi) : 10.86 (s, IH), 9.45 (s, 1 H), 8.83 (d, IH, J = 1 Hz). 8.65 (dd. 
IH, J = 8, 1 Hz), 8.42 (s. IH). 8.09 (d. IH. J = 8 Hz), 7.85 (s, IH), 7.79(d. 2H, J = 8 
Hz). 7.66 (d, 2H, J = 8 Hz), 7.17 (s. IH). 3.95 (s. 3H). 3.91 (s, 3H) : 
MS (+ve ESO : 491 (M+H)*. 
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E«amDlc 8 - Preparation of Compound No. 8 in Table 1 

An analogous reaction to that described in example 7, but starting with (2- 
fluorophenyl)acetic acid (57 mg, 0.37 mmol) yielded the title compound (1 16 mg, 60 % 
S yiel(0 as a white solid : 

•H-NMR (DMSO d<i) : 10.96 (bs. IH). 10.34 (bs, IH), 8.80 (s. IH), 8.04 (s. IH), 7.70 
(d. 2H, J = 8 Hz), 7.55 (d, 2H. J = 8 Hz), 7.25-7.45 (m. 2H), 7.10-7.22 (m, 3H), 4.00 
(s, 3H), 3.98 (s, 3H). 3.74 (s, 2H) : 
MS (+ve ESI) : 433 (M+H)*. 
10 Example 9 - Preoaration off Compound No. 9 in Table 1 

An analogous reaction to that desoibed in example 7, but starting with 
cyclopentane carboxylic acid (42 mg, 0.37 mmol) yielded the title compound (125 mg, 
69 % yield) as a vAuts solid : 

'H-NMR (DMSO d«) : 10.96 (bs. IH), 9.99 (s, IH). 8.79 (s, IH), 8.04 (s, IH). 7.70 (d, 
15 2H. J - 8 Hz), 7.52 (d. 2H, J = 8 Hz), 7.20 (s, IH), 4.00 (s, 3H), 3.99 (s, 3H), 2.69-2.88 
(m, IH), 1.43-1.93 (m, 8H) : 
MS (+ve ESI) : 393 (M+H)*. 

Example 10 - Preparation of Compound No. 10 in Table 1 

An analogous reaction to that described in example 7, but starting with 2- 
20 methyl-4-pentenoic acid (42 mg, 0.37 mmol) yielded the title Compound (85 mg, 47 % 
yield) as a vMte solid : 

'H-NMR (DMSO d«) : 10.96 (s, IH), 9.99 (s, IH), 8.78 (s, IH), 8.04 (s, IH), 7.70 (d, 
2H, J = 8 Hz), 7.52 (d, 2H, J = 8 Hz), 7.20 (s, IH), 5.64-5.87 (m, IH), 5.07 (dd. IH, J = 
17,1 Hz). 5.00 (dd, IH, J = 10, 1 Hz), 3.99 (s, 3H). 3.97 (s, 3H). 2.03-2.64 (m, 3H), 
25 1.05(d.3H,J = 7Hz): 

MS (+ve ESI) : 393 (M+H)*. 

Example 11 - Preparation of Compound No. 11 in Table 1 

An analogous reaction to that desoibed in example 7, but starting with 
cyanoacetic acid (3 1.6 mg, 0.37 mmol) yielded the title compound (126 mg, 73 % 
30 yield) as a white solid : 
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'H.NMR(DMSO <U) : 10.85 (s. IH), 10.41 (s. IH), 8.76 (s, IH), 8.02 (s. IH). 7.55- 
7.68 (m. 4H). 7.20 (s. IH), 4.00 (s. 3H), 3.99 (s, 3H), 3.91 (s, 2H) : 
MS (+ve EST) : 364 (M+H)*. 

Example 12 - Pre paration of Compound No. 12 in TnhU i 

5 0-(7-A2abenzotriazoI-l-yl)-N,N,N',N'-tetramethyluroniuin 

hexafluorophosphate (HATU) (192 mg, 0.50 mmol) was added to a solution of 
octanoic acid (53 mg, 0.371 mmol) in dimethylacetamide (1 .0 ml). After 20 minutes, a 
solution of 4-<4-aminoaniIino)-6,7-dimethoxyquinazoline (100 mg, 0.17 mmol) in 
dimethylacetamide (1 .0 ml) was added and the reaction heated at 50 •€ for 2 houn. 
10 The reaction was cooled and poured into water (10 ml). The soUd which precipitated 
Mias collected by suction filtration and washed with water (10 ml) and diethyl ether (10 
ml). (In some of the analogous reactions (described m examples 23-99), precipitation of 
a solid did not occur at tiiis stage and it was necessaiy to neutralise the reaction 
mixture, by addition of saturated aqueous sodium bicarbonate solution, to cause 
precipitation of tfie fiee base instead of tfie hexafluorophosphate salt which was 
obtained in this example). Drying of tiie solid in vacuo yielded Uie titie compound (133 
mg. 69 % yield) as a white solid : 

'H-NMR (DMSO d,) :10.96 (s. IH). 9.98 (s. IH). 8.78 (s. IH). 8.04 (s. IH), 7.69 (d. 
2H, J = 8 Hz). 7.52 (d, 2H, J = 8 Hz). 7.20 (s, IHz). 4.00 (s. 3H). 3.99 (s, 3H), 2.30 (t, 
2H. J = 7 Hz). 1.52-1.65 (m. 2H), 1.27-1.36 (m. 8H), 0.86 (t, 3H, J = 6 Hz) : 
MS (+ve ESQ : 423 (M+H)*. 

Example 13 - Prepaintion off rnmp onnd No. la In T»hU^ i 

An analogous reaction to tiiat described in example 12. but starting with 3- 
(nietiiyltfiio)piopanoic acid (45 mg.0.37 mmol). yielded the tide compound (151 mg. 
82 % yield) as a vAdts solid : 

'H-NMR (DMSO de) : 10.95 (s. IH). 10.09 (s. IH), 8.77 (s. IH). 8.03 (s, IH). 7.69 (d. 
2H. J = 8 Hz). 7.53 (d. 2H. J = 8 Hz). 7.20 (s. IH). 3.99 (s. 3H). 3.97 (s. 3H). 2.76 (t. 
2H. J = 7 Hz). 2.63 (t. 2H, J = 7 Hz), 2.08 (s. 3H) : 
MS (+ve ESI) : 399 (M+H)*. 
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Example 14 - Preparation of Compound No. 14 in Table 1 

An analogous reaction to that described in example 12, but starting with 3- 
ethoxypropanoic acid (44 mg, 0.37 mmol), yielded the titte compound (139 mg, 76 % 
yield) as a white solid : 
5 "H-NMR (DMSO <U) : 10.96 (s, IH), 10.06 (s. IH). 8.79 (s, IH), 8.03 (s. IH), 7.70 (d. 
2H. J = 8 Hz). 7.53 (d. 2H. J = 8 Hz). 7.20 (s. IH). 4.00 (s, 3H). 3.98 (s. 3H), 3.66 (t. 

2H. J = 6 Hz), 3.43 (q. 2H, J = 7 Hz). 2.55 (t, 2H. J » 6 Hz). 1 .08 (t. 3H. J = 7 Hz) : 
MS (+ve ESI) : 397 (M+H)*. 

Example IS - Pr eparation of CompQund No. IS in Tahig 1 

10 An analogous reaction to that described in example 12. but starting with 

methacrylic acid (32 mg, 0.37 mmol), yielded the tiUe compound (1 1 8 mg, 69 % yield) 
as a white solid : 

'H-NMR (DMSO dj) : 10.96 (s. IH). 9.90 (s. IH), 8.80 (s, IH), 8.04 (s, IH). 7.79 (d, 
2H. J = 8 Hz), 7.55 (d, 2H, J = 8 Hz), 7.20 (s. IH), 5.81 (s, IH), 5.52 (s. IH), 4.00 (s. 

15 3H), 3.99 (s. 3H), 1 .95 (s. 3H) : MS (+ve ESI) : 365 (M+H)^ 
Example 16 - P reparation of Compound No. 16 in Tahl« i 

An analogous reaction to that described in example 12, but starting with 5- 
methyl-2-pyra2ine carboxylic acid (3 1 mg, 0.22 mmol) and 4-(4-aminoanilino)-6,7- 
dimethoxyquinazoline (60 mg, 0.20 nunol). yielded the title compound (94 mg. 83 % 

20 yield) as a white solid : 

'H-NMR (DMSO d«) : 10.91 (s. IH). 10.78 (s, IH). 9.16 (s, IH). 8.79 (s. IH), 8.70 (s. 
IH), 8.05 (s. IH). 8.01 (d, 2H, J - 8 Hz). 7.63 (d, 2H, J = 8 Hz). 7.21 (s. IH). 3.99 (s. 
6H).2.63(s.3H) : 
MS (+vc ESI) : 417 (M+H)*. 
25 Example 17 - PrenflraHftn of Compound No. 17 in Tahl«> 1 

An analogous reaction to that described in example 12, but starting with 3- 
fiiroic acid (25 mg. 0.22 mmol) and 4-(4-aminoanilino)-6,7-dimethoxyquinazoline (60 
rag, 0.20 mmol), yielded the title compound (79 mg, 73 % yield) as a white solid : 
'H-NMR (DMSO dj) : 10.99 (s, IH), 10.04 (s, IH). 8.81 (s, IH). 8.38 (d, IH, J = 
30 IHz), 8.06 (s. IH). 7.78-7.86 (m, 3H). 7.60 (d, 2H, J = 8 Hz), 7.21 (s. IH). 7.00 (d. IH. 
J = 1 Hz). 4.00 (s. 3H). 3.99 (s. 3H) : 
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MS (+ve ESO : 391 (M+H)*. 

Example 18 - Preparation of Compound No. 18 in Table 1 

An analogous reaction to that described in example 12, but starting with 3- 
qranobenzoic acid (55 mg, 0.37 mmol) and heating the reaction for 4 houis, yielded the 
5 tiUe compotmd (159 mg, 83 % yield) as a white solid : 

'H-NMR (DMSO dfi) : 1 1.00 (s, IH), 10.54 (s, IH). 8.81 (s. IH). 8.40 (s, IH). 8.25 (d. 
IH, J = 8 Hz). 8.07 (d, IH. J = 8 Hz), 8.05 (s. IH), 7.88 (d, 2H, J = 8 Hz), 7.75 (t. IH, 
J = 8 Hz), 7.64 (d, 2H. J = 8 Hz), 7.21 (s. IH). 4.00 (s. 6H) : 
MS (+ve ESI) : 426 (M+H)*. 
>0 Example 19 - Preparation of Compound No. 19 In Table 1 

An analogous reaction to that described in example 1 2, but starting 4- 
acetoxybenzoic acid (67 mg, 0.37 mmol) and heating the reaction for 3 hours, yielded 
the title compound (1 50 mg, 70 % yield) as a white solid : 

'H-NMR (DMSO d*) : 10.93 (s, IH). 10.38 (s, IH), 8.79 (s. IH). 8.03 (d, 2H. J = 8 
15 Hz). 7.99 (s, IH). 7.88 (d. 2H, J = 8 Hz). 7.62 (d. 2H. J = 8 Hz). 7.30 (d. 2H. J = 8 Hz). 
7.21 (s, IH), 3.99 (s. 6H), 2.30 (s, 3H) : 
MS (+ve ESI) : 459 (M+H)*. 

Example 20 - Preparation of Compound No. 20 in Table 1 

An analo^us reaction to that described in example 12, but starting 3-methoxy- 
20 2-nitrobenzoic acid (73 mg, 0.37 mmol) and heating the reaction for 3 houis yielded the 
title compound (1 85 mg, 89 % yield) as a white solid : 

'H-NMR (DMSO dg) : 10.96 (s. IH). 10.79 (s. IH), 8.79 (s, IH), 8.04 (s, IH), 7.78 (d. 
2H, J = 8 Hz), 7.76 (t. 1 H, J = 8 Hz). 7.62 (d, 2H. J = 8 Hz), 7.53 (d, I H, J = 8 Hz), 
7.44 (d. IH. J = 8 Hz). 7.21 (s, IH). 4.00 (s. 3H). 3.99 (s. 3H). 3.93 (s. 3H) : 
25 MS (+ve ESI) : 476 (M+H)*. 

Example 21 - P reparation of Compound No. 21 in Table 1 

An analogous reaction to that described in example 12. but starting 2- 
(methylthio)benzoic acid (62 mg, 0.37 mmol) and heating the reaction for 3 hours 
yielded the title compound ( 1 34 mg, 67 % yield) as a white solid : 
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'H.NMR(DMS0 (U) : 10.29 (bs. IH). 9.45 (s, IH), 8.42 (s. IH), 7.83 (s, IH), 7.71 (s. 
4H), 7.37-7.53 (m, 3H), 7.21-7.29 (m, IH). 7.15 (s, IH). 3.95 (s. 3H), 3.90 (s. 3H), 
2.44 (S.3H): 

MS(-veESl):445(M-H)-. 
5 Example 22 - Preparation of Compound No. 22 in Table 1 

An analogous reaction to that described in example 12, but starting 3- 
acetoxybenzoic acid (67 mg, 0.37 mmol) and heating the reaction for 3 hours yielded 
the tide compoimd (150 mg, 74 % yield) as a white solid : 
'H-NMR (DMSO d«) : 1 1.00 (bs, IH), 10.41 (s. IH), 8.81 (s, IH), 8.05 (s, IH), 7.83- 
10 7.91 (m. IH), 7.87 (di 2H, J = 8 Hz). 7.69-7.72 (m, IH), 7.54-7.63 (m. IH), 7.61 (d. 
2H, J = 8 Hz). 7.37 (dd, IH, J = 8.1.5 Hz). 7.20 (s, IH). 4.00 (s, 3H), 3.99 (s, 3H), 2.30 
(S.3H): 

MS (+ve ESI) : 459 (M+H)*. 

Example 23 - Preparation of Compound No. 23 in Table 1 
IS An analogous reaction to that described in example 1 2, but starting 4- 

aminosuIphonyl-l-hydroxy-2-naphthoic acid (94 mg, 0.37 mmol) and heating the 
reaction for 3 hours yielded the title compound (66 mg, 36 % yield) as a wrtiite solid : 
•H-NMR (DMSO d6) : 14.05 (s. IH), 9.39 (s. IH). 8.62 (s, IH), 8.44 (d, IH, J = 8 Hz), 
8.28 (d, IH, J = 8 Hz). 8.01 (s, IH), 7.84 (s. IH). 7.75 (d. 2H. J = 8 Hz), 7.67 (d, 2H, J 
20 =8 Hz). 7.40-7.50 (m. IH). 7.25-7.32 (m, IH). 7.15 (s. IH), 6.79 (s, 2H)..3.95 (s , 3H). 
3.91 (s. 3H) : 

MS (-ve ESI) : 544 (M-H)'. 

Example 24 - Preparation of Compound No. 24 in Table 1 

An analogous reaction to that described in exan^)Ie 12, but starting widi 2- 
25 picolinic acid (27 mg, 0.22 mmol) and 4-(4-aminoanilino)-6,7-dimethoxyquinazoline 
(60 mg, 0.20 nunol), yielded the title compound (94 mg, 85 % yield) as a white solid : 
'H-NMR (DMSO d«) : 10.92 (bs, IH), 10.76 (s, IH), 8.79 (s, IH), 8.73 (d, IH. J = 5 
Hz). 7.98-8.20 (m ,5H), 7.64-7.71 (m. IH), 7.63 (d, 2H, J = 8 Hz). 7.21 (s. IH), 3.99 
(s,6H): 

30 MS (+ve ESI) : 402 (M+H)*. 
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Example 2S - Prepar ation of Compound No. 25 in Table 1 

An analogous reaction to that described in example 12, but starting with 
quinaldic acid (38 mg, 0.22 mmol) and 4-{4-aminoaniIino)-6,7-dimethoxyquinazoIine 
(60 mg, 0.20 mmol), yielded the title compound (108 mg, 89 % yield) as a white solid 
'H-NMR(DMS0d6): 10.96 (bs, IH), 10.86(s, IH),8.82(s. lH).8.64(d, IH, J = 8 
Hz), 8.26 (d, 2H. J = 8 Hz), 8.03-8.14 (m, 4H), 7.88-7.96 (m. IH). 7.75 (t, IH. J = 7 
Hz). 7.67 (d, 2H, J = 8 Hz). 7.22 (s, IH), 4.00 (s, 6H) : 
MS (+ve ESI) : 452 (M+H)*. 

Example 26 - Prenara tion of Comnound No. 26 in Table 1 

An analogous reaction to that described in example 12, but starting with 1 ,5- 
dimetiiy|.lH-pyra2olc-3-carboxylic acid (31 mg. 0.22 mmol) and 4<4-aminoaniUno)- 
6.7-dimethoxyquina2oline (60 mg. 0.20 mmol), yielded tiie titie compound (83 mg, 73 
% yield) as a vAdte solid : 

•H.NMR(DMS0d6): 10.97 (bs, IH), 10.05 (s, lH),8.79(s, lH),8.04(s. 1H),7.92 
(d, 2H, J = 8 Hz), 7J5 (d. 2H, J = 8 Hz), 7.20 (s, IH), 6.55 (s. IH), 4.00 (s, 3H), 3.99 
(s, 3H), 3.84 (s, 3H), 2.30 (s. 3H) : 
MS (+ve ESI) : 419 (M+H)*. 

Example 27 - Prepara tion of Compound No. 27 in Table 1 

An analogous reaction to that described in example 12, but starting with 2- 
fluoro-5-nittobenzoic acid (69 rag, 0.37 mmol) and heating the reaction for 3 hours, 
yielded the titie compound (140 mg. 68 % yield) as a white solid : 
•h-NMR (DMSO d6) : 10.97 (bs, IH), 10.78 (s, IH). 8.80 (s, IH), 8.51-8.58 (m, IH), 
8.42-8.50 (m, IH),8.06(s, IH), 7.82 (d,2H,J = 8 Hz), 7.61-7.72 (m,3H). 7.22 (s, 
lH),4.00(s,6H): 
MS (+ve ESI) : 464 (M+H)*. 

Example 28 - Preparati on of Compound No. 28 in TahiA 1 

An analogous reaction to that described in example 12, but starting witii 
nicotinic acid (27 mg, 0.22 mmol) and 4-(4-aminoanilino>6,7-dimctiioxyquinazoline 
(60 mg. 0.20 mmol), yielded the titie compound (77 mg, 70 % yield) as a white solid : 
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'H-NMR (DMSO d«) : 10.99 (bs, IH), 10.56 (s, IH), 9.12 (d. IH, J = 1.5 Hz). 8.81 (s, 
IH). 8.76 (dd, IH, J = 5.1.5 Hz), 8.27-8.33 (m, IH), 8.05 (s. IH), 7.88 (d, 2H, J = 8 
Hz), 7.63 (d, 2H, J = 8 Hz), 7.56-7.60 (m IH), 7.21 (s. IH). 4.00 (s, 6H) : 
MS (+ve ESO : 402 (M+H)*. 
5 Example 29 - Preparation of Compound No. 29 in Table 1 

An analogous reaction to that described in example 12, but starting with 2- 
chloronicotinic acid (35 mg, 0.22 mmol) and 4-(4-anunoaniIino)-6,7- 
dimethoxyquinazoline (60 mg, 0.20 mmol), yielded the title compound (44 mg, 50 % 
yield) as a white solid : 
10 'H-NMR (DMSO d«) : 10.98 (bs, IH). 10.86 (s. IH). 8.49-8.54 (m. IH), 8.41 (s, IH). 
8.07 (dd. IH, J = 8, 2 Hz), 7.83 (s, IH), 7.66-7.78 (m. 4H), 7.51-7.58 (m, IH), 7.15 (s, 
IH). 3.95 (S.3H). 3.91 (s,3H): 
MS (+ve ESI) : 436 (M+H)*. 

Eiamnle 30 - ft-e naration of Compound No. 30 in Table 1 
15 An analo^us reaction to that described in example 12, but starting with 2- 

fluorobenzoic acid (52 mg, 0.37 mmol) and heating the reaction for 3 hours, yielded the 
title compound (52 mg, 37 % yield) as a white solid : 

•H-NMR (DMSO dfi) : 10.36 (s. IH), 9.45 (s, IH). 8.42 (s. IH), 7.84 (s, IH). 7.74 (s, 
4H), 7.63-7.72 (m. IH), 7.52-7.62 (m. IH), 7.28-7.39 (m, 2H), 7.16 (m. IH), 3.95 (s, 
20 3H). 3.91 (s. 3H) : 

MS (+ve ESO : 419 (M+H)*. 

Example 31 - Pre naration of Compound No. 31 in Tabla 1 

An analogous reaction to diat described in example 1 2, but starting with 23- 
difluorobenzoic add (59 mg, 0.37 mmol) yielded the title compound (82 mg, 56 % 
2S yield) as a white solid : 

'H-NMR (DMSO fk) : 8.42 (s, IH), 7.83 (s, IH). 7.68-7.79 (m, 4H), 7.52-7.66 (m, 
IH), 7.44-7.51 (m, IH), 7.29-7.39 (m, IH), 7.15 (s, IH). 3.95 (s. 3H), 3.91 (s, 3H) : 
MS (+ve ESI) : 437 (M+H)*. 
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Example 32 - Preparation of Compound No. 32 in Table 1 

An analogous reaction to that described in example 12, but starting with 2,5- 
difluorobenzoic acid (59 mg, 0.37 ramol) yielded the title compound (75 mg, 51 % 
yield) as a white solid : 

'H-NMR (DMSO d^) : 10.44 (bs, IH). 9.47 (s, IH), 8.42 (s. IH). 7.84 (s, IH), 7.67- 
7.78 (m, 4H). 7.49-7,57 (m, IH), 7.36-7.45 (m. 2H), 7.15 (s, IH). 3-95 (s. 3H), 3.91 (s, 
3H): 

MS (+ve ESI) : 437 (M+H)*. 

Example 33 - Preparation of Compound No. 33 In Table 1 

An analogous reaction to that described in example 1 2, but starting with 2,3- 
methoxybenzoic acid (68 mg, 0.37 nunol) yielded the tiflc compound (154 mg, 75 % 
yield) as a white solid : 

•H-NMR(DMSOd«): U,00(bs, IH), 10.36 (s, lH),8.79(s. lH),8.06(s, 1H),7.84 
(d, 2H. J = 8 Hz). 7.58 (d, 2H. J = 8 Hz). 7.08-7.24 (m. 4H), 4.00 (s. 6H), 3.85 (s, 3H), 
3.81 (s, 3H) : 

MS (+ve ESI) : 461 (M+H)*. 

Example 3 4 - Preparation of Compound No. 34 In Table I 

An analogous reaction to that described in example 12, but starting with 3,5- 
dimethoxy-4-hydroxyben2oic acid (73 mg, 0.37 mmol) yielded the tiUe compound (42 
mg, 26 % yield) as a white solid : 

'H-NMR (DMSO d«) : 9.79 (s, IH), 9.53 (bs, IH). 8.41 (s. IH). 7.88 (s. IH), 7.71 (s. 
4H), 7.25 (s, 2H), 7.15 (s, IH). 3.95 (s, 3H). 3.91 (s. 3H). 3.77 (s, 6H) : 
MS (+ve ESO : 477 (M+H)*. 

ExamnleJ S > Preparation of Compound No. 3Sm Table 1 

An analogous reaction to that described in example 12, but starting with 3- 
chloro-4-carboxyben2oic acid (75 mg, 0.37 mmol) yielded the title compound (164 mg, 
78 % yield) as a white soUd : 

'H-NMR (DMSO d«) :10.85 (s, IH), 10.82 (bs. IH). 8.75 (s. IH). 8.43 (d. IH. J = 1.5 
Hz), 8.30 (dd. IH. J = 8.1.5 Hz), 8.03 (s. IH). 7.91 (d. IH. J = 8 Hz), 7.80 (d. 2H. J = 8 
Hz), 7.65 (d. 2H, J = 8 Hz), 7.21 (s. IH). 3.98 (s, 6H) : 
MS (+ve ESI) : 480 (M+H)*. 
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Example 36 - P reparatfon of Compound No. 36 in TahiA i 

An analogous reaction to that described in example 1 2, but starting with 4- 
(methyIsulphonyl>3-nitroben2oic acid (91 mg, 0.37 miriol) yielded the titie compound 
5 (1 50 mg, 66 % yield) as a white solid : 

'H-NMR (DMSO d«) : 10.97 (bs. IH). 10.78 (s, IH). 8.81 (s, IH), 8.58 (d, Ift J = 1 
Hz). 8.45 (dd, IH, J = 8, 1 Hz), 8.30 (d, IH. J = 8 Hz). 8.05 (s. IH). 7.88 (d, 2H, J = 8 
Hz), 7.67 (d. 2H, J = 8 Hz), 7.21 (s, IH), 4.00 (s, 6H), 3.54 (s, 3H) : 
MS (+ve ESI) : 524 CM+H)*. 
10 EMmnle 37 - PrenaraHo n of Comnnund No. 37 in TaM* I 

An analogous reaction to that described in example 12, but starting wiflj 4- 
methoxy-3-nitrobeiizoic acid (73 mg, 0.37 mmol), yielded the title compound (160 mg, 
76 % yield) as a white solid : 

'H-NMR (DMSO dfi) : 10.98 (bs, IH), 10.46 (s. IH), 8.81 (s, IH), 8.53 (d, IH. J= 1.5 
15 HzX 8.28 (dd. IH. J = 8,1.5 Hz). 8.05 (s. IH). 7.87 (d, 2H. J = 8 Hz), 7.63 (d, 2H. J = 8 
Hz), 7.53 (d, 1 H, J = 8 Hz), 7.21 (s, IH), 4.02 (s, 3H), 4.00 (s. 3H), 3.99 (s. 3H) : 
MS (+ve EST) : 476 (M+H)*. 

Eiamole 3» - Pr«. paration of Compound No. 38 in Table I 

An analogous reaction to that described in example 12, but startmg witii 2- 
20 nitrocinnamic acid (73 mg, 0.37 mmol) and heating the reaction for 2.5 hours, yielded 
Uie titie compound (75 mg. 79 % yield) as a white solid : 

'H-NMR (DMSO d«) : 9.47 (bs, IH), 8.43 (s, IH). 8.07 (d, IH, J - 8 Hz), 7.90-7.62 
(m, 9H), 7.17 (s. IH), 6.85 (d, IH, J= 16 Hz). 3.95 (s. 3H). 3.92 (s. 3H) : 
MS (+ye ESI) : 472 (M+H)*. 
25 ETOBiPle %9 - Prenarat ion of Compound No. 39 in Tahlg 1 

An analogous leaction to tiiat described in example 12, but starting witfi 3- 
mtrodnnamic acid (43 mg, 0.22 mmol), yielded tiie titie compound (86 mg, 91 % 
yiel<0 as a v^te solid : 

'H-NMR (DMSO dfi) : 10.31 (bs. IH), 8.47 (m, IH). 8.42 (s. IH). 823 (dd. IH, J = 8, 
30 1.5 Hz), 8.08 (d, IH, J = 8Hz).7.84(s, IH). 7.67-7.78 (m.6H), 7.18 (s. IH),7.04(d.' 
IH, J = 16 Hz). 3.95 (s. 3H), 3.92 (s. 3H) : 
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MS (+ve ESI) : 472 (M+H)*. 

Eaampie 40 - Prenar atfon of Comoound No. 4(1 in Table 1 

An analogous reaction to that described in example 12, but starting with 4- 
nitrocinnamic acid (43 mg, 0.22 nimoJ), yielded the tiUe compound (66 mg, 69 % 
yield) as a white solid : 

'H-NMR (DMSO de) : 10.42 (bs. IH), 9.48 (bs. IH). 8.42 (s. IH). 8.29 (d. 2H. J = 8 
Hz), 7.90 (d. 2H. J = 8 Hz), 7.85 (s, IH). 7.74 (s. 4H). 7.69 (d. IH. J = 16 Hz). 7.18 (s. 
IHX 7.05 (d. IH, J = 16 Hz), 3.96 (s. 3H). 3.92 (s, 3H) : 
MS (+ve ESI) : 472 (M+H)*. 

Example 41 - Prenain tion of Comnonnd Na. 41 fa Table 1 

An analogous reaction to that described in example 12, but starting with 4- 
chlotocinnamic acid (40 mg, 0.22 mmol). yielded the tide compound (55 mg, 59 % 
yield) as a white solid : 

•H.NMR(DMS0 d6) : 10.24 (bs, IH), 9.46 (bs, IH). 8.42 (s. IH), 7.83 (s. IH), 7.72 (s, 
4H), 7.66 (d. 2H. J = 8 Hz), 7.58 (d. IH, J = 16 Hz), 7.50 (d. 2H, J = 8 Hz), 7.17 (s, 
IH), 6.86 (d. la J = 16 Hz). 3.95 (s, 3H). 3.92 (s. 3H) : 
MS (+ve ESI) : 461 (M+H)*. 

Example 42 - Preparati on of Comnnund No. d7 in Tahl> i 

An analogous reaction to Uiat described in example 12, but starting with 2,3,4- 
trifluorocinnamic acid (45 mg, 0.22 mmol), yielded the titie compound (64 mg. 66 % 
yield) as a white solid: 

•H-NMR (DMSO d6) : 10.33 (bs, IH), 9.45 (s. IH), 8.43 (s, IH). 7.83 (s. IH). 7.73 (s, 
4H), 7.52-7.63 (m, IH), 7.58 (d, IH. J- 16 Hz), 7.35-7.47 (m, IH), 7.17 (s. IH), 6.95 
(d, IH. J = 16 Hz), 3.96 (s, 3H). 3.92 (s, 3H) : 
MS (+ve ESI) ; 481 (M+H)*. 

Example 43 - Preparati on of Comnngnd No. 43 in T«M> l 

An analogous reaction to that described in example 12, but starting with 3- 
(trifluoromethyI)H:innamic acid (48 mg, 0.22 mmol), yielded the tiUe compound (104 
mg, 81 % yield) as a white solid : 
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'H-NMR(DMSOd«): 10.97 (bs. IH). 10.38 (s. lH),8.79(s, lH).8.04(s. 1H),7.98 
(s. IH). 7.93 (d, IH, J = 7 Hz). 7.81 (d. 2H. J = 8 Hz), 7.63-7.80 (m. 3H). 7.60 (d. 2H. 
J = 8 Hz), 720 is, 1 H), 6.96 (d. IH, J = 16 Hz), 4.00 (s, 6H) : 
MS (+VC ESO : 495 (M+H)*. 

Example 44 - Prepa ration of Compound No. 44 in Table 1 

An analogous reaction to that described in example 12, but starting with 4- 
fluorocinnamic acid (37 mg, 0.22 mmol), yielded the tide compound (83 mg, 70 % 
yield) as a white solid : 

'H-NMR(DMSOd6): 10.94 (bs, IH), 10.32 (s, lH),8.79(s, lH),8.04(s, 1H),7.80 
(d, 2H, J = 8 Hz), 7.71 (d, IH. J = 8 Hz). 7.69 (d. IH, J = 8 Hz). 7.60 (d, IH. J = 16 
Hz), 7.59 (d. 2H, J = 8 Hz), 7.30 (d. IH, J = 8 Hz), 7.27 (d. IH. J = 8 Hz), 7.20 (s, IH), 
6.78 (d, IH, J = 16 Hz). 4.00 (s. 3H). 3.99 (s, 3H) : 
MS (+ve ESI) : 445 (M+H)*. 

Example 45 - Prcnflr ation of Comnonnd Nii. 45 in Table I 

An analogous reaction to that described in example 12, but starting with indole- 
2-caiboxyIic acid (36 mg, 0.22 mmol). yielded the tide compound (53 mg, 60 % yield) 
as a vdiite solid : 

•H.NMR(DMS0 d6) : 1 1.72 (bs, IH), 10.23 (bs. IH). 9.48 (bs, IH), 8.44 (s, IH), 7.87 
(s, IH), 7.73-7.86 (m, 4H), 7.67 (d. IH. J = 7 Hz), 7.48 (d. IH, J = 7 Hz), 7.42 (s, IH), 
7.22 (t. IH. J = 7 Hz). 7.19 (s, IH), 7.06 (t, IH, J = 7 Hz), 3.96 (s. 3H), 3.93 (s. 3H) : 
MS (+ve ESI) : 440 (M+H)*. 

Example 4 6 - Preparation of Compound No. 46 in Table 1 

An analogous reaction to that described in example 12, but starting with 5- 
fluoroindole-2-carboxylic acid (40 mg, 0.22 mmol). yielded the title compound (58 mg, 
63 % yield) as a white solid : 

'H-NMR(DMS0 d6) : 1 1.82 (bs, IH), 10.25 (s, IH), 9.48 (s, IH), 8.44 (s, IH). 7.86 

(s, IH). 7.72-7.84 (m. 4H). 7.39-7.50 (m. 3H), 7.18 (s, IH). 7.03-7.13 (m. IH). 3.96 (s, 

3H),3.93(s,3H): 

MS (+ve ESO : 458 (M+H)*. 
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EMmple 47 - Preparation of Compound No. 47 in TahiP I 

An analogous reaction to that described in example 1 2, but starting with 3- 
fluorobenzoic acid (31 mg, 022 mmol), yielded the title compound (81 mg. 71 % 
yield) as a white solid : 
5 'H-NMR (DMSO d*) : 1 1.OO (bs. IH), 10.43 (s, IH), 8.81 (s, IH), 8.06 (s, IH), 7.89 
(d, 2H. J = 8 Hz), 7.74-7.84 (m. 2H). 7.55-7.63 (m. IH). 7.62 (d, 2H. J = 8 Hz), 7.40- 
7.49 (m, IH), 7.21 (s, IH). 4.00 (s, 6H) : 
MS (+ve ESI) : 419 (M+H)*. 

Example 4« - Preparation of Compound No. 48 in Tahi*. l 
10 An analogous reaction to that described in example 12, but starting witii 3,5- 

dinittobcnzoic acid (47 mg. 0.22 mmol), yielded tiie tide compound (97 mg. 75 % 
yield) as a white solid: 

'H-NMR (DMSO d*) : 10.98 (bs. IH). 10.97 (s. IH). 9.18 (d. 2H. J = 1 Hz), 9.02 (t, 
IH, J = 1 Hz). 8.83 (s. IH), 8.07 (s. IH), 7.92 (d. 2H. J = 8 Hz). 7.69 (d. 2H. J = 8 Hz). 
15 7.22 (s,lH), 4.00 (s,6H): 
MS (+ve ESI) ; 491 (M+H)*. 

Example 49 - Prepara tion of Compound No. 49 in Table 1 

An analogous reaction to tiiat described in example 12, but starting with 3- 
(trifluorometiiyl)-phcnylacetic acid (75.5 mg. 0.37 mmol) and heating tiie reaction for 
20 1 8 hours, yielded the tide compound (1 03 mg. 64 % yield) as a white solid : 

'H-NMR (DMSO d*) : 10.20 (s, IH). 9.40 (s, IH). 8.40 (s, IH). 7.82 (s. IH). 7.69 (m. 
3H). 7.54-7.63 (m. 5H). 7.15 (s. IH), 3.94 (s, 3H), 3.91 (s, 3H). 3.78 (s. 2H) ; 
MS (+ve ESO : 483 (M+H)*. 

Example SO - Pre paration of Compound No. SO in Table 1 

25 An analogous reaction to tiiat described in example 12. but starting with 4- 

fluotophenylacetic acid (57.0 mg, 0.37 mmol). yielded the titie compound (141 mg. 73 
% yield) as a white solid : 

'H-NMR (DMSO dfi): 10.52 (s, IH), 10.24 (s. lH).8.67(s. lH),7.98(s. lH),7.66(d, 
2H), 7.58 (d. 2H). 7.34-7.39 (m, 2H), 7.19 (d. 2H). 7.13 (m, IH), 3.96 (s. 6H). 3.65 (s, 
30 2H): 

MS (+ve ESI) : 433 (M+H)*. 
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Example 51 - Prepararion of Compound No. 51 in Table 1 

An analogous reaction to that described in example 1 2, but starting with 4- 
chlorophcnylacetic acid (62.9 mg, 0.37 mmol), yielded the title compound (167 mg, 84 
S % yield) as a v^te solid : 

'H-NMR (DMSO d^) : 10.43 (s. IH). 10.24 (s, IH), 8.65 (s. IH). 7.96 (s. IH). 7.66 (d. 
2H). 7.59 (d. 2H), 7.35 (m, 4H). 7.19 (s, IH). 3.96 (s, 6H). 3.66 (s, 2H) : 
MS (+VC ESI) : 449 (M+U)*. 

Example 52 - Preparatioo of Compound No. 52 in Table 1 
10 An analogous reaction to that described in example 12. but starting with 4- 

methoxyphenylacetic acid (61.4 mg, 0.37 nmiol), yielded the title compound (155 mg, 
78 % yield) as a white solid : 

•H-NMR (DMSO d«) : 10.41 (s, IH). 10.17 (s, IH). 8.64 (s, IH). 7.96 (s, IH). 7.66 (d, 
2H). 7.59 (d, 2H). 7.25 (d. 2H), 7.19 (s. IH). 6.89 (d. 2H). 3.96 (s. 6H). 3.72 (s. 3H). 
IS 3.56 (s,2H): 

MS (+ve ESO : 445 (M+H)*. 

Example S3 - P reparation of Compound No. S3 in Table I 

An analogous reaction to that described in example 12, but starting with 4- 
isopropylphenylacetic acid (65.9 mg, 0.37 mmol), yielded the tide compound (143 mg, 
20 93% yield) as a white solid: 

'H-NMR (DMSO d^) : 10.09 (s, IH). 9.39 (s, IH), 8.40 (s. IH), 7.81 (s, IH), 7.67 (d, 
2H). 7.59 (d. 2H). 7.25 (d, 2H), 7.19 (s, IH). 7.16 (d. 2H), 3.93 (s, 3H), 3.91 (s. 3H), 
3.58 (s, 2H). 2.80-2.85 (m. IH), 1.91 (s, 3H), 1.68 (s. 3H) : 
MS (+ve ESO : 457 (M+H)*. 
2S Example 54 - Preparation of Compound No. 54 in Table 1 

An analogous reaction to that described in example 12, but starting with 3- 
nitrophenylacetic acid (67.0 mg, 0.37 mmol), yielded the tide compound (104 mg, 67 
% yield) as a white solid : 

'H-NMR (DMSO d*) : 10.23 (s, IH), 9.40 (s, IH), 8.40 (s, IH), 8.23 (s, IH), 8.10-8.14 
30 (ra, IH), 7.83 (d, 2H), 7.66-7.70 (m, 2H), 7.57-7.63 (m. 3H), 7.15 (s, IH), 3.94 (s, 3H), 
3.91 (s.3H). 3.84 (S.2H): 
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MS (+ve ESI) : 460 (M+H)*. 

Example 55 - Prepararion of Compound No. SS in Table 1 

An analogous reaction to that described tn example 12, but starting with 3- 
phenoxypropanoic acid (61 .4 mg, 0.37 mmol), yielded the title compound (103 mg, 52 
S % yield) as a white solid : 

•H-NMR (DMSO d«) : 10.93 (s. IH), 10.19 (s. IH). 8.78 (s. IH), 8104 (s. IH), 7.73 (d. 
2H), 7.56 (d. 2H), 7.29 (m. 2H). 7.21 (s, IH). 6.93 (m. 3H), 4.30 (t. 2H). 3.99 (s, 3H). 
3.98 (s,3H), 2.80 (t,2H): 
MS (+ve ESI) : 445 (M+H)*. 
10 Example 56 - Preparation of Compound No. 56 in Table 1 

An analogous reaction to that described in example 12, but starting with 3-(3,4- 
dimethoxy-phenyI)propanoic acid (77.7 mg, 037 mmol), yielded the title compound 
(164 mg, 77 % yield) as a white solid : 

'H-NMR (DMSO d«) : 10.89 (s, IH), 10.01 (s. IH). 8.77 (s, IH), 8.04 (s, IH), 7.69 (d. 
15 2H), 7.54 (d, 2H), 7.20 (s, IH), 6.85 (m. 2H), 6.76 (m, IH), 3.99 (s, 3H). 3.98 (s. 3H), 
3.71 (s. 3H), 3.70 (s. 3H), 2.86 (t. 2H), 2.61 (t, 2H) : 
MS (+ve EST) : 489 (M+H)*. 

Example 57 - P reparation of Compound No. 57 in Table 1 

An analogous reaction to that described in example 12, but starting with 3-(4- 
20 methoxybenzoyl)-propanoic acid (77.0 mg, 0J7 mmol), yielded the dtle compound (61 
mg, 37 % yield) as a white solid : 

'H-NMR (DMSO d«) : 9.98 (s. IH). 9.38 (s. IH), 8.40 (s, IH), 7.97 (d, 2H), 7.82 (s. 
IH). 7.66 (d. 2H). 7.58 (d. 2H). 7.15 (s. IH), 7.04 (d, 2H). 3.93 (s. 3H), 3.91 (s. 3H), 
3.83 (s, 3H). 3.28 (t, 2H), 2.70 (t, 2H) : 
25 MS (+ve ESI) : 487 (M+H)*. 

Example 58 - Pre paration of Compound No. 58 in Table 1 

An analogous reaction to that described in example 12, but starting with 4- 
chlorobutyric acid (45.1 mg, 0.37 mmol), yielded the tide compound (132 mg, 72 % 
yield) as a v^ite solid : 



wo 01/21596 



PCT/GBOO/03S80 



91 

•H-NMR (DMSO d6) : 10.97 (s, IH), 10.09 (s, IH), 8.78 (s, IH), 8.06 (s, IH). 7.70 (d, 
2H), 7.55 (d, 2H), 7.22 (s, IH). 3.99 (s, 3H), 3.98 (s, 3H). 3.70 (t, 2H), 3.28 (t, 2H). 
207-2.04 (tn.2H): 
MS (+ve ESI) : 401 (M+H)*. 
5 Example 59 - Preparation of Compound No. 59 in Table 1 

An analogous leaction to that described in example 1 2, but starting with 4- 
phenoxybutyric acid (66.6 mg, 0.37 mmol). yielded the title compoimd (157 mg, 77 % 
yield) as a white solid : 

'H-NMR (DMSO d6) : 10.92 (s. IH), 10.07 (s, IH), 8.77 (s. IH), 8.04 (s, IH), 7.74 (d, 
10 2H). 7.53 (d, 2H), 7.28 (m, 2H), 7.20 (s, IH), 6.93 (m. 3H), 4.02 (m. 2H), 3.99 (s. 3H). 
3.98 (s, 3H), 2.49 (m, 2H), 2.05 (m. 2H) : 
MS (+ve ESI) : 459 (M+H)*. 

Example 60 - Preparation of Compound No. 60 in Table 1 

An analogous reaction to that described in example 12, but starting with 4- 
15 phenylbu^c acid (60.7 mg, 0.37 mmol), yielded the title compound (143 mg, 72 % 
yield) as a white solid : 

•H-NMR (DMSO d6) : 10.92 (s, IH). 10.0 (s, IH). 8.77 (s, IH), 8.04 (s, IH), 7.70 (d, 

2H), 7.53 (d, 2H), 7.28 (m, 2H), 7.10-7.20 (m, 4H), 3.99 (s, 3H), 3.98 (s, 3H), 2.6 (t, 

2H), 2.35 (t, 2H), 1.91 (m, 2H) : 
20 MS (+ve ESI) : 443 (M+H)*. 

Example 61 - Preparation of Compound No. 61 in Table 1 

An analogous reaction to that desoibed in example 12, but starting with 4- 

benzoylbutyric acid (71.0 mg. 0.37 mmol), yielded the title compound (174 mg, 85 % 

yield) as a white solid : 
25 'H-NMR (DMSO dfi) : 10.94 (s, IH). 10.03 (s, IH), 8.78 (s. IH), 8.04 (s. IH), 7.96 (d, 

2H), 7.70 (d, 2H), 7.62 (d. IH). 7.53 (ra. 4H). 7.20 (s. IH). 3.99 (s, 3H), 3.97 (s, 3H), 

3.09 (t. 2H), 2.24 (t, 2H). 1.95 (m, 2H) : 

MS (+VC ESI) : 471 (M+H)*. 



wo 01/21596 



PCT/GB00/03S8O 



92 

Eiample 62 - P repararion of Compound No. 62 in Tnhli> I 

An analogous reaction to that described in example 12, but starting with undec- 
1 0-enic acid (68. 1 tag. 0.37 mmol), yielded the tide compound (1 49 mg, 73 % yield) as 
a white solid : 

5 'H-NMR (DMSO d,) : 10.92 (s. IH), 9.97 (s. IH). 8.77 (s. IH). 8.04 (s, IH). 7.75 (d. 
2H). 7.52 (d, 2H), 7.20 (s, IH), 6.70-6.85 (m, IH). 4.90-5.00 (m. 2H), 3.99 (s. 3H), 
3.97 (s, 3H), 2.31(t. 2H), 1.99 (m, 2H), 1.60 (t. 2H), 1.20-1.40 (m, lOH) ; 
MS (+ve ESI) : 463 (M+H)*. 

Example 63 - Preparation of ComnouBd No. 63 in Table 1 
10 An analogous reaction to that described in example 12. but starting with trans- 

2-methylpent-2-enoic acid (42.2 mg, 0.37 mmol). yielded the titie compound (47 mg, 
36 % yield) as a white solid : 

'H-NMR (DMSO d*) : 9.59 (s, IH), 9.40 (s, IH). 8.40 (s. IH), 7.82 (s. IH), 7.45-7.50 
(m. 4H), 7.15 (s, IH), 6.34 (t. IH). 3.94 (s. 3H). 3.91 (s. 3H). 2.10-2.19 (m, 3H). 1.83(s. 
15 3H), 1.04(m.2H): 

MS (+ve ESI) : 393 (M+H)*. 

Example 64 - Pr«.p»iration of rn mpound No. 64 in Table 1 

An analogous reaction to that described in example 12, but starting with 2- 
thiopheneacetic acid (52.5 rag. 0;37 mmol). yielded the title compound (84 mg, 59 % 
20 yield) as a white solid : 

'H-NMR (DMSO d*) : 10.18 (s. IH), 9.43 (s. IH). 8.39 (s, IH). 7.82 (s, IH). 7.67 (d, 

2H), 7.57 (d. 2H). 7.38-7.36 (m, IH). 7.15 (s, IH). 6.97 (m, 2H), 3.93 (s, 3H). 3.91 (s. 

3H),3.86(s,2H): 

MS (+ve ESI) : 421 (M+H)*. 

Example 6S - Prenarati nn of Compound No. 65 in Table 1 

An analogous reaction to that described in example 12, but starting with 3- 
thiopheneaceUc acid (52.5 mg, 0.37 mmol), yielded the tide compound (1 16 mg. 61 % 
yield) as a white solid: 

'H-NMR (DMSO d«) : 10.89 (s. IH). 10.25 (s. IH), 8.78 (s, IH), 8.03 (s. IH). 7.70 (d, 
JO 2H), 7.5l(d. 2H). 7.47-7.54 (m, IH), 7.33 (d. IH). 7.20 (s, IH), 7.09 (m. IH), 3.98 (s,' 
3H), 3.97 (s,3H), 3.70 (s,2H): 
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MS (+VC ESO : 421 (M+H)*. 

Example 66 - Preparation of Compound No. 66 in Table 1 

An analogous reaction to that described in example 12, but starting with 3-(4- 
hydroxy-3-nitrophenyl)propanoic acid (78. 1 mg, 0.37 nunol). yielded the titie 
compound (156 mg, 73 % yield) as a white solid : 

'H-NMR (DMSO dj) : 10.80 (s. IH), 10.70 (s, IH). 10.02 (s. IH), 8.75 (s, IH), 8.02 
(s. IH), 7.77 (d. IH), 7.63-7.68 (m. 2H). 7.55 (m. 2H), 7.45-7.50 (m. IH), 721 (s, IH). 
7.05 (d, IH), 3.99 (s, 3H). 3.98 (s. 3H), 2.92 (m. 2H). 2.54-2.68 (m. 2H) : 
MS (+ve ESI) : 490 (M+H)*. 

Example 67 - Ppenaration of Compound No. 67 in Table 1 

An analogous reaction to tiut described in example 1 2, but starting witii 3,5- 
difluorophenyi-acetic acid (63.6 mg, 0J7 mmol),' yielded the titie compound (133 mg, 
66 % yield) as a v^te solid : 

'H-NMR (DMSO d6) : 10.88 (s, IH), 10.32 (s. IH). 8.77 (s. IH), 8.04 (s. IH), 7.70 (d. 
2H), 7.56 (d, 2H). 7.21 (s, IH), 7.14 (m, IH), 7.05 (d, 2H), 3.99 (s, 3H). 3.98 (s, 3H), 
3.74 (s,2H): 

MS (+ve ESI) : 45 1 (M+H)*. 

Example 68 - Preparation of Compound No. 68 in Table 1 

An analogous reaction to tiiat described in example 12, but starting with 4- 
biphenylacetic acid (78.4 mg, 0.37 mmol), yielded tiie titie compound (108 mg, 65 % 
yield) as a white solid : 

•H-NMR (DMSO d6) : 10.18 (s, IH), 9.41 (s. IH), 8,40 (s, 11^, 7.82 (s. IH). 7.68 (m. 

3H), 7.62 (m. 5H). 7.34-7.43 (m. 4H), 7.35 (m, IH). 7.16 (s, IH), 3.94 (s, 3H), 3.92 (s, 

3H),3.69(s,2H): 

MS (+ve ESI) : 491 (M+H)*. 

Example 6 9 - Preparation of Comoound No. 69 in Table 1 

An analogous reaction to tiiat described in example 12, but starting witfi (3,4- 
mefliylenedioxy-phenyl)acetic acid (66.6 mg. 0.37 nunoO. yielded tfie titie compound 
(155 mg. 76 % yield) as a white solid : 
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'H-NMR (DMSO d«) : 10.80 (s. IH). 10,21 (s. IH), 8.72 (s, IH). 8.20 (s, IH), 7.71 (d. 
2H). 7.57 (d, 2H), 7.21 (s. IH). 6.92 (s. IH). 6.88 (d, IH). 6.8 (d. IH). 5.98 (s. 2H). 
3.96 (s, 3H), 3.94 (s, 3H). 3.56 (s, 2H) : 
MS (+ve EST) : 459 (M+H)*. 

Eiamote 70 - Prenar ation of Compound No. 70 in Table 1 

An analogous reaction to that described in example 12, but starting with 2.6- 
difluorophenyl-acetic acid (63.6 mg, 0.37 mmoIX yielded the title compound (158 mg. 
79 % yield) as a wiatc solid : 

•H-NMR (DMSO d«) ; 10.92 (s, IH). 10.42 (s. IH). 8.78 (s. IH), 8.05 (s. IH). 7.71 (d. 
2H). 7.58 (d. 2H). 7.40 (m. IH). 7.20 (s. IH). 7.12 (m. 2H). 3.98 (s. 3H), 3.96 (s. 3H). 
3.82 (S.2H): 

MS (+ve ESO : 451 (M+H)*. 

Example 71 - Prepara tion of Comoonnd No. 7t in Table 1 

An analogous reaction to that described in example 1 2. but starting with 4-{n- 
butoxy)phenyIacetic acid (77.2 mg. 0.37 mmol), yielded the title compound (1 10 mg, 
67 % yield) as a white solid : 

'H-NMR (DMSO d*) : 10.05 (s, IH), 9.40 (s. IH), 8.41 (s, IH). 7.82 (s, IH). 7.68 (d. 
2H). 7.62 (d, 2H), 7.24 (d. 2H). 7.15 (s, IH). 6.85 (d. 2H), 3.92 (m. 2H). 3.90 (s. 3H), 
3.88 (s, 3H), 3.55 (s. 2H), 1.67 (m, 2H). 1.41 (m, 2H), 0.90 (t, 3H) : 
MS (+ve ESI) : 487 (M+H)*. 

Example 72 - Prepara tion of Compound No. 72 in Table 1 

An analogous reaction to that described in example 12, but starting with 4- 
methylpentanoic acid (4Z9 mg, 0.37 mmol), yielded the tide compound (108 mg, 60 % 
yield) as a white solid: 

'H-NMR (DMSO d«) : 10.95 (s. IH), 9.98 (s. IH), 8.80 (s, IH), 8.05 (s, IH). 7.71 (d, 
2H), 7.55 (d. 2H), 7.22 (s. IH). 3.98 (s. 3H). 3.96 (s, 3H). 2.33 (t, 2H). 1.58 (m. IH), 
1.52 (m,2H). 0.88 (d,6H): 
MS (+ve ESI) : 395 (M+H)*. 
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Example 73 - Preparation of Compound No. 73 in Table 1 

An analogous leaction to that described in example 12, but starting with 5- 
hexynoic acid (41.4 mg, 0.37 mmol), yielded the title compound (144 mg, 80 % yield) 
as a white solid : 

'H.NMR (DMSO d*) : 10.93 (s. IH). 10.04 (s. IH). 8.81 (s, IH), 8.05 (s. IH). 7.72 (d. 
2H), 7.55 (d. 2H), 7.22 (s, IH), 4.0 (s. 3H), 3.98 (s, 3H), 2.82 (t, IH), 2.43 (t. 2H). 2.21 
(m,2H), 1.75 (m,2H): 
MS (+ve ESI) : 391 (M+H)*. 

Example 7 4 - Preparation of Compound No. 74 in Table 1 

An analogous reaction to that described in example 12, but starting with 3- 
phenojQrphenylacetic acid (84.4 mg, 0.37 mmol), yielded the title compound (121 mg, 
71 % yield) as a white solid : 

'H-NMR (DMSO dc) : 10.10 (s, IH), 9.40 (s, IH). 8.41 (s, IH), 7.82 (s, IH), 7.70 (d, 
2H), 7.62 (d. 2H), 7.35 (m. 3H), 7.17 (s, IH), 7.13 (m, 2H). 7.03 (m, 3H), 6.95 (dd. 
IH), 3.92 (s, 3H). 3.90 (s, 3H), 3.62 (s, 2H) : 
MS (+ve ESI) : 507 (M+H)*. 

Example 7 5 - Preparation of Compound No. 75 in Table 1 

An analogous reaction to that described in example 12, but starting with 2- 
bromo-3-methoxythiophene.4-carboxylic acid (87.3 mg, 0.37 mmol), yielded the titie 
compound (190 mg, 86 % yield) as a white solid : 

'H-NMR (DMSO d«) : 10.92 (s. IH). 10.18 (s, IH). 8.81 (s, IH), 8.15 (s, IH), 8.08 (s, 
IH), 7.82 (d, 2H). 7.62 (d, 2H), 7.22 (s, IH). 4.00 (s, 3H). 3.99 (s, 3H), 3.90 (s. 3H) : 
MS (+ve ESI) : 515 (M+H)*. 

Example 76 - Prepara tion of Compound No. 76 in Table 1 

An analogous reaction to that described in example 12, but starting with 2- 
chloK)-3-methoxythiophene.4-carboxylic acid (71.0 mg, 0.37 mmol), yielded the title 
compound (166 mg, 80 % yield) as a vMte solid : 

•H-NMR(DMS0d6) : 10.98 (s, IH), 10.15(s, lH),8.80(s, lH),8.06(s, lH),8.00(s, 
IH), 7.82 (d. 2H). 7.62 (d, 2H), 7.22 (s, IH), 4.00 (s, 3H), 3.93 (s, 3H) : 
MS (+ve ESI) : 471 (M+H)*. 



wo 01/21596 



96 



PCT/GB00/03S80 



EMmple 77 - Prena ration of Compound Nn. 77 in Table 1 

An analogous reaction to that described in example 1 2, but starting with (4- 
ethoxy-3-methoxy-phenyl)acetic acid (77.7 mg, 0.37 mmol). yielded the title compound 
(54 mg, 33 % yield) as a v/hite solid : 

'H-NMR (DMSO d^) : 10.05 (s. IH), 9.41 (s, IH). 8.41 (s, IH). 7.83 (s. IH), 7.69 (d, 
2H). 7.62 (d. 2H), 7.17 (s, IH). 6.95 (s. IH). 6.88 (d, IH). 6.83 (d. IH), 3.97 (q. 2H). • 
3.93 (s. 3H). 3.91 (s. 3H). 3.75 (s. 3H). 3.55 (s. 3H), 1.30 (t. 3H) : 
MS (+ve ESI) : 489 (M+H)*. 

EMmple 78 - Prenninri on of Comnouad No. 711 in TuMp i 

An analogous reaction to that described in example 12. but starting with 4- 
benzyloxyphenyl-acetic acid (89.5 mg, 0.37 mmol). yielded the title compound (102 
mg. 58 % yield) as a white solid : 

'H-NMR (DMSO d^) : 10.08 (s, IH), 9.41 (s. IH). 8.40 (s. IH), 7.82 (s. IH). 7.68 (d. 
2H). 7.59 (d. 2H). 7.40 (m. 5H). 7.26 (d. 2H). 7.15 (s. IH), 6.95 (d, 2H), 5.08 (s, 2H). 
3.92 (s. 3H), 3.90 (s. 3H). 3.53 (s. 2H) : 
MS (+ve EST) : 521 (M+H)*. 

Example 79 - Prenarati on of Compound No. 79 in Table 1 

An analogous reaction to that described in example 12. but starting with 4-(2- 
thienyl)butyric acid (62.9 mg, 0.37 mmol). yielded the tide compound (133 mg. 67 % 
yield) as a white solid : 

'H-NMR (DMSO d^) : 10.95 (s. IH). 10.05 (s. IH). 9.80 (s. IH). 8.05 (s. IH). 7.70 (d. 
2H). 7.55 (d. 2H). 7.31 (d, IH), 7.22 (s. IH). 6.95 (m. IH). 6.88 (m. IH). 4.00 (s. 3H). 
3.98 (s, 3H). 2.88 (t, 21^, 2.41 (t. 2H). 1 .93 (m. 2H) : 
MS (+ve ESI) : 449 (M+H)*. 

Example 80 . Preparati on of Comnound No. 80 in r«M^ i 

An analogous reaction to that described in example 12, but starting with 6- 
heptynoic acid (46.6 mg, 0.37 mmol). yielded the title compound (132 mg. 71 % yield) 
as a white solid: 

'H-NMR (DMSO d,) : 10.95 (s. IH). 10.05 (s. IH). 8.78 (s. IH). 8.05 (s. IH). 7.71 (d. 
2H). 7.55 (d. 2H). 7.20 (s. IH), 4.01 (s. 3H). 3.99 (s. 3H). 2.78 (t. IH). 2.35 (t. 2H). 
2.20 (m, 2H), 1.71 (m. 2H). 1.50 (m. 2H) : 
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MS (+ve ESI) : 405 (M+H)^ 

Example 81 - Preparation of Compound No. 81 in Table 1 

An analogous reaction to that described in example 12, but starting with l-(4- 
chlorophenyl)-cyc!opropane carboxylic acid (72.S mg, 0.37 mmol), yielded the title 
5 compound (114 mg, 7 1 % yield) as a white solid : 

'H-NMR (DMSO d6) : 9.41 (s, IH), 9.07 (s, IH), 8.41 (s, IH), 7.81 (s, IH), 7.65 (d, 
2H), 7.50 (d. 2H). 7.43 (s, 4H). 7.18 (s. IH), 3.92 (s, 3H), 3.89 (s, 3H). 1.48 (m, 2H). 
1.10 (m,2H): 

MS (+VC ESI) : 475 (M+H)*. 
10 Example 82 - Preparation of Compound No. 82 in Table 1 

An analogous reaction to that described in example 12, but starting with 
cyclopentylacetic acid (47.4 mg, 0.37 mmol), yielded the title compound (139 mg, 75 
% yield) as a vMte solid : 

•H-NMR (DMSO d6) : 10.95 (s. IH), 10.00 (s, IH), 8.81 (s, IH), 8.05 (s, IH). 7.70 (d, 
15 2H), 7.55 (d, 2H), 7.20 (s, IH), 4.01 (s, 3H), 3.99 (s, 3H). 2.31 (m, 2H). 2.25 (m, IH), 
1.75 (m, 2H), 1.55 (m, 4H). 1.15 (m, 2H) : 
MS (+ve ESI) : 407 (M+H)*. 

Example 83 - Preparation of Compound No. 83 in Table 1 

An analogous reaction to that described in example 12, but starting with 3- 
20 (cyclopentyl)-propanoic acid (52.5 mg, 0.37 mmol), yielded the title compound (137 
mg, 72 % yield) as a white solid : 

*H-NMR (DMSO d^) : 10,95 (s, IH), 10.02 (s, IH), 8.80 (s, IH), 8.05 (s, IH), 7.71 (d, 
2H), 7.52 (d, 2H), 7.21 (s, IH), 3.99 (s, 3H), 3.87 (s, 3H), 2.35 (t, 2H), 1.75 (m, 3H), 
1.55 (m, 6H), 1.10 (m,2H): 
25 MS (+ve ESI) : 421 (M+H)*. 

Example 84 - Preparation of Compound No> 84 in Table 1 

An analogous reaction to that described in example 12, but starting with 
cyclohexaneacetic acid (52.5 mg, 0.37 mmol), yielded the title compound (106 mg, 56 
% yield) as a white solid : 



wo 01/21596 



PCT/GBOO/03S80 



98 

'H.NMR(DMSO d«) : 10.90 (s. IH), 10.01 (s, IH), 8.78 (s. IH). 8.05 (s, IH), 7.71 (d. 
2H). 7.55 (d, 2H). 7.22 (s. IH), 4.01 (s. 3H). 3.99 (s. IH). 2.2 (d. 2H). 1.71 (m, 6H), 
1.20 (in,3H), 0.98 (m.2H): 
MS (+ve ESI) : 421 (M+H)*. 

Eiamnle 85 - Prcnaration of Compound No. 85 in Table 1 

An analogous reaction to that described in example 12, but starting with 3- 
(cyciohexyl>propanoic acid (57.7 mg, 0.37 mmol), yielded the title compound (141 
mg, 73 % yield) as a white solid : 

'H-NMR (DMSO ds) : 10.95 (s, IH), 10.00 (s, IH). 8,81 (s. IH), 8.05 (s, IH), 7.70 (d. 
2H). 7.55 (d, 2H). 7.20 (s. IH), 4.01 (s. 3H), 3.99 (s, 3H), 2.35 (t, 2H), 1.71 (ra, 6H), 
1.51 (m, 2H), 1.15 (m. 5H), 0.90 (m, 2H) : 
MS (+ve ESI) : 435 (M+H)*. 

Examole 86 - Preparation of Compound No. 96 In Table 1 

An analogous reaction to that described in example 12, but starting with 4- 
(cyclohexyl)butyric acid (62.9 mg, 0.37 mmol), yielded the UUe compound (146 mg, 73 
% yield) as a white solid : 

'H-NMR (DMSO <k) : 10.95 (s. IH). 10.00 (s. IH). 8.81 (s, IH), 8.05 (s. IH). 7.71 (d. 
2H). 7.52 (d, 2H), 7.20 (s. IHX 3.99 (s, 3H). 3.97 (s, 3H). 2.31 (t, 2H), 1.60 (m, 7H), 
1.18 (m, 6H), 0.85 (m, 2H) : 
MS (+ve ESI) : 449 (M+H)*. 

Example 87 - Prenarari on of Compound No. 87 in Tiihl* } 

An analogous reaction to that described in example 12, biit starting with 2- 
phenoxypropanoic acid (61.4 mg. 0.37 mmol). yielded the title compound (140 mg, 93 
% yield) as a white solid : 

'H-NMR (DMSO d«) : 10.15 (s, IH). 9.45 (s. IH), 8.41 (s, IH). 7.83 (s. IH), 7.71 (d, 
2H), 7.60 (d, 2H), 7.30 (m, 2H), 7.18 (s. IH). 6.95 (m, 3H), 4.88 (q. IH), 3.96 (s. 3H), 
3.93 (s,3H), 1.55 (d,3H): 
MS (+ve ESI) : 445 (M+H)*. 
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Eiamnle 88 - Preparation of Compound No. 88 in TaHIp I 

An analogous reaction to that described in example 21, but starting with a- 
methylcinnamic acid (59.9 mg, 0.37 mmol). yielded the tiUe compound (44 mg. 30 % 
yield) as a white solid : 

'H-NMR (DMSO d«) : 12.55 (s. IH), 9.90 (s. IH), 9.47 (s, IH), 8.42 (s. IH). 7.85 (s, 
IH). 7.71 (s, 4H). 7.32-7.49 (m. 6H). 7.18 (s. IH). 3.97 (s. 3H). 3.94 (s. 3H). 2.13 (s, 
3H): 

MS (4ve EST) : 441 (M+H)*. 

Example 89 . Pr eparation of Compound No. 89 in Table 7. 

An analogous reaction to tiiat described in example 1, but starting with N- 
benzoyl 2-chloro-4-anilnoaniline (5.60 g, 22.7 mmol) and 4-chloro-6,7- 
dimetijoxyquinazoline (5. 10 g. 22.7 mmol), yielded the titie compound (10.53 g, 98 % 
yield) as a pale yellow solid : 

•H-NMR (DMSO d6) : 1 1 .51 (s. IH). 10.1 1 (s. IH). 8.88 (s. IH). 8.36 (s. IH). 7.99 (m. 
15 3H). 7.51-7.78 (m, 5H). 7.36 (s. IH). 4.03 (s. 3H). 4.00 (s. 3H) : 
MS (+ve ESI) : 435 (M+H)*. 

N-Benzqyl 2-chloro-4-aminoaniline. used as the starting material was obtained as 
follows : 

a) A mixture of 2-chloro-4-nitroaniIine (15.0 g. 86.9 mmol). trieUiylamine (133 
ml, 95.6 mmol) and benzoyl chloride (1 l.I ml, 95.6 mmol) were heated in toluene (200 
ml) at reflux for 2 hours under an inert atmosphere. The reaction was allowed to cool to 
ambient temperature ovenught, causing precipitation of a white solid. The solid was 
collected by suction filtration, washed with toluene (3 x 50 ml) and dried in vacuo. The 
crude product was taken up in dichloromctfiane (300 ml) and washed witii 2.0 N 
25 aqueous hydrochlon'c acid (3 x 100 ml), water (100 ml), saturated aqueous sodium 
bicarbonate solution (3 x 100 ml) and water (100 ml). Drying of tiie organic layer over 
magnesium sulphate, followed by solvent evaporation in vacuo, yielded N-benzoyl 2- 
chloro-4.nitroaniline (6.83 g, 28 % yield) as a yellow crystalline solid : 
•H-NMR (DMSO <U) : 10.25 (s, IH), 8.40 (d, IH, J = 2 Hz), 8.25 (dd, IH, J = 2,8 Hz), 
30 8.05 (d, IH, J =8 Hz), 7.51-7.65 (m, 3H) : 
MS(-veESl):275(M.Hy. 



20 
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MS (+ve ESO : 277 (M+H)*. 

b) A mixture of N-bCTZoyl 2-chIon>-4-nitroaiuUDe (5,77 g, 20.8 mmol) and tin (II) 
chloride (23.5 g, 1 04.mmol) were heated in ethyl acetate (250 ml) at reflux for 2 hours 
under an inert atmosphere. The reaction was allowed to cool to ambient temperature 
5 and concentrated aqueous ammonia (40 ml) was added. The reaction was filtered, the 
solid material was washed with ethyl acetate (3 x 30 ml) and the combined organic 
layers were evaporated in vacuo. Drying of the resultant solid in vacuo, yielded N- 
benzoyl 2-chlon>-4-aminoaniline (4.63 g, 90 % yield) as a cream-coloured ciystalline 
solid: 

10 'H-NMR (DMSO tk) : 9.67 (s, IH), 7.94 (d, 2H. J - 8 Hz). 7.45-7.58 (m, 3H), 7.08 (d. 
in J = 8 Hz). 6.67 (d, I H. J = 2 Hz). 6.5 1 (dd, I H, J « 2.8 Hz). 5.34 (s. 2H) : 
MS(-vcESI):245(M.H)', 
MS (+ve ESI) : 247 (M+H)*. 

Example 90 - Preparation of Compound No. 90 in Table 2 
15 An analogous reaction to that described in example 1, but starting with N- 

benzoyl 2-methyI-4-aminoaniline (1 1 1 mg, 0.50 mmol) and 4-chioro-6,7- 
dimethoxyquinazoline (100 mg, 0.45 mmol), yielded the title compound (188 mg, 94 % 
yield) as a white solid : 

'H-NMR (DMSO ds) : 1 1.29 (s, IH). 9.94 (s, IH). 8.80 (s, IH), 8.27 (s, IH). 7.99 (d, 
20 2H, J - 8 Hz), 7.44-7.63 (m, 6H). 7,34 (s. IH). 4.01 (s, 3H). 3.99 (s. 3H> : 
MS(-veES0:413(M-H)\ 
MS (+ve ESI) : 415 (M+H)*. 

N-Benzoyl 2-methyl-4-aminoaniline. used as the starting material was obtained as 
follows : 

25 a) A mixture of 2.methyl-4-nitroaniline (2.03 g. 13.3 nunol). tricthylamme (2.00 
ml. 14.6 mmol) and benzoyl chloride (1.70 ml. 14.6 mmol) were heated in toluene (50 
ml) at reflux for 2 hours under an inert atmosphere. The reaction was allowed to cool to 
ambient temperature overnight, causing precipitation of a white solid. The solid was 
collected by suction filtration, washed with toluene (3 x 50 ml), dissolved in 

30 dichloromethane (100 ml) and washed with water (3 x 50 ml). Diying of the organic 
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layer over magnesium sulphate, followed by solvent evaporation in vacuo, yielded N- 
benzoyl 2-methyl-4-mtroaniline (3.06 g, 90 % yield) as a white solid : 
•H-NMR (DMSO de) : 8.50 (d, 1 H, J = 8 Hz), 8.14-8. 19 (m. 2H). 7.87-7.91 (m, 3H), 
7.51-7.65 (m, 3H), 2.45 (s, 3H) : 
5 MS(-veESI):255(M-H)-, 
MS (+ve ESI) : 257 (M+H)*. 

b) A mixture of N-benzoyl 2-methyl-4-nitroaniline (2.93 g, II .4 mmol) and tin 
(II) chloride (1 2.9 g, 57.2 mmol) were heated in etfiyl acetate (100 ml) at reflux for 2 
hours under an inert atmosphere. The reaction was allowed to cool to ambient 
10 temperature and concentrated aqueous ammonia ^0 ml) was added. The reaction was 
filtered, the solid material was washed with ethyl acetate (3 x 30 ml) and then the 
combined organic layers were evaporated in vacuo. Diying of the resultant solid in 
vacuo, yielded N-benzoyl 2-mediyl-4-aminoaniline (1.03 g, 40 % yield) as a white 
ciystalline solid : 

15 'H-NMR (DMSO d«) ; 9.5 1 (s. IH), 7.94 (d, 2H, J = 8 Hz), 7.44-7.56 (m. 3H), 6.88 (d, 
IH. J = 8 Hz), 6.44 (d. IH. J = 2 Hz), 6.39 (dd. IH. J = 2. 8 Hz), 4.91 (s, 2H), 2.05 (s, 
3H): 

MS (-ve ESI) : 225 (M-H)", 

MS (+ve ESI) : 227 (M+H)*. 
20 Example 91 - Preparation of Compound No. 91 in Table 2 

- An analogous reaction to that described in example 1 , but starting with N-(4- 

amino-3-methylpheiqrl)benzamide (90.8 mg, 0.40 mmoO and 4-chloro-6,7- 

dimethoxyquinazoline (90 mg, 0.40 mmol), yielded the tifle compound (145 mg. 81 % 

yield) as a pale yellow solid : 
25 'H-NMR (DMSO dfi) : 1 1.27 (s. IH), 10.33 (s, IH). 8.70 (s, IH), 8.25 (s, IH), 7.98 (d, 

2H, J = 8 Hz). 7,80 (d, IH, J = 2 Hz). 7.74 (dd. IH, J « 2, 8 Hz), 7.51-7.63 (m. 3H), 

7.34 (s. IH). 7.28 (d. IH, J = 8 Hz). 3.99 (s. 6H), 2.20 (s, 3H) : 

MS(-veESI):413(M-H)", 

MS (+vc ESI) : 415 (M+H)\ 
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Example 92 - Preparation nf Compound No. 92 in Table 7 

An analogous reaction to that described in example 1, but starting with N- 
. benzoyl 2-metfioxy-4-aminoaniline hydrochloride ( 1 27 mg, 0.45 mmol) and 4-chloro- 
6,7^imcthoxyquina2oline (102 mg, 0.45 mmol), yielded the tiUe compound (176 mg, 
5 84 % yield) as a pale yellow solid : 

'H-NMR (DMSO de) : 1 1.43 (s, IH), 9.48 (s. IH). 8.80 (s. IH). 8.35 (s. IH), 7.96 (d. 
2H. J = 8 Hz). 7.83 (d. IH. J = 8 Hz), 7.48-7.61 (m, 4H), 7.36 (s. IH), 7.34 (dd, IH, J = 
2,8 Hz), 4.03 (s, 3H). 3.99 (s, 3H). 3.85 (s, 3H) : 
MS(-veESI):429(M-H)-. 
10 MS (+ve ESI) : 431 (M+H)*. 

N-Benzoyl 2-niethoxy-4-aminoaniline, used as the starting material was obtained as 
follows : 

a) A mixture of 2-methoxy-4-nitroaniline (2.23 g, 13.3 mmol), triethylamine (2.00 
ml, 14.6 mmol) and benzoyl chloride (1 .70 ml, 14.6 mmol) were stirred in toluene (50 

15 ml) for 24 hours under an inert atmoqihere at ambient temperature. The solid was 

collected by suction filtration and washed with toluene (3 x 50 ml) and diethyl ether (50 
ml). Purification of the crude product by flash chromatography on silica gel, eluting 
with dichloromethane, yielded N-benzoyl 2-methoxy-4-nitroaniline (2.79 g, 77 % 
yield) as a white solid : 

20 'H-NMR (DMSO dfi) : 8.75 (s. IH), 8.75 (d. IH. J = 8 Hz). 7.99 (dd. IH. J = 2. 8 Hz), 
7.91 (d, 2H, J = 8 Hz), 7.80 (d, IH, J = 2 Hz). 7.51-7.63 (m, 3H). 4.07 (s, 3H) : 
MS (-ve ESI) : 271 (M-H)", 
MS (+ve ESI) : 273 (M+H)*. 

b) A mixture of N-benzoyl 2-methoxy-4-nitroaniIine (2.63 g, 9.66 mmol) and tin 
25 (n) chloride (1 0.9 g, 48.3.mmol) were heated in ethyl acetate (200 ml) at reflux for 4 

hours under an inert atmosphere. The reaction was allowed to cool to ambient 
temperature and concentrated aqueous ammonia (20 ml) was added. The reaction was 
filtered, the solid material was washed with ethyl acetate (3 x 30 ml) and tfien the 
combined organic layers were evaporated in vacuo. The orange solid was dissolved in 
30 ethyl acetate (45 ml) and a 1 .0 N solution of hydrogen chloride in diethyl ether (25 ml) 
was added, causing precipitation of a white solid. Reciystallisation of this solid fiom 
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methanol / ethyl acetate, yielded N-benzoyl 2-methoxy-4.aminoaniline hydnxjhioride 
(1 .06 g, 39 % yield) as a white crystalline solid : 

'H-NMR (DMSO d^) : 9.51 (s. IH), 7.94 (d, 2H, J = 8 Hz). 7.74 (d, 1 H, J = 8 Hz). ' 
7.46-7.60 (m. 3H), 7.01 (d, IH. J = 2 Hz), 6.90 (dd, IH. J = 2. 8 Hz), 3.81 (s, 3H) : 
5 MS(-veESl):225(M-H)-. 
MS (+ve ESI) ; 227 (M+H)*. 

Example 93 - Prep aration of Comnonnd Nn. 93 in Table 7. 

An analogous reaction to that described in example 1, but starting with N- 
10 benzoyl 2-cyano.4-aminoaniline (107 mg, 0.45 mmol) and 4-chloro-6.7- 

dimcthoxyquinazoline (101 mg, 0.45 mmol). yielded die tide compound (21 mg, 10 % 
yield) as a pale yellow solid : 

'H-NMR (DMSO d^) : 12.46 (s. IH), 10.00 (s, IH). 8.60 (s, 2H). 8.40 (dd. IH, J = 2, 8 
Hz). 8.18 (d, 2H, J = 8 Hz), 7.95 (s, IH), 7.79 (d. IH. J = 8 Hz), 7.48-7.58 (m. 3H), 
15 7.22 (s, 1 H). 4.03 (s, 3H). 3.99 (s. 3H) : 
MS(-veESI):424(M-H)-. 
MS (+ve ESI) : 426 (M+H)*. 

N-BenzoyI 2-cyano-4-aminoaniline, used as the starting material was obtained as 
follows : 

20 a) A mixtuie of 2-cyano^nitroaniline (5.00 g, 30.6 mmol). trietfaylamine (4.70 
ml, 33.7 mmol) and benzoyl chloride (3.90ml. 33.7 mmol) were heated at reflux in 
toluene (50 ml) for 3 houis under an inert atmosphere. The reacdon was allowed to 
cool to ambient tempetature, the solid was collected by suction filtration and washed 
widi toluene (3 x 50 ml). The product was dissolved in dichloromeUiane (100 ml) and 
washed with 2.aN aqueous hydrochloric acid (2 x 50 ml), saturated aqueous sodium 
bicarbonate solution (50 ml) and water (2 x 50 ml). Drying of the organic layer over 
magnesium sulphate, followed by solvent evaporation in vacuo, yielded NJ<4. 
di(benzoyl) 2-methyl-4-nitroaniline (3.90 g, 62 % yield) as a yellow solid : 
'H-NMR (DMSO dfi) : 8.61 (d, IH, J = 2 Hz), 8.40 (dd. IH, J = 2, 8 Hz), 7.76 (d, 4^ J 
= 8 Hz), 7.34-7.51 (m.7H): 
MS (+ve ESI) : 372 (M+H)*. 
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b) Hydrogen peroxide (8.60 ml, 76.2 minol) and lithium hydroxide (0.98 g, 23.4 
mmol) were added to a stirred solution of N,N-di(benzoyl) 2-methyI-4-nitroaniline 
(4.34 g, 1 1 .7 mmol) in a mixture of water (70 ml) and tetrahydrofiuan (210 ml) at 0 "C. 
The reaction was allowed to warm to ambient tempetatuie over 18 hours and then re- 
5 cooled to 0 »C before addition of 1.5 N aqueous sodium sulphate solution (60 ml, 90 
nunol). The tetrahydrofiiran was removed in vacuo and acidified to pH 6 by addition of 
2.0 N aqueous hydrochloric acid. C>)llection of die precipitated solid by suction 
filtration yielded N-benzoyI 2-cyano-4-nitroaniline (3.04 g, 97 % yield) as a pale 
yellow solid : 

10 "H-NMR (DMSO ds) : 12.94 (s. IH), 8.80 (d. IH. J = 2 Hz). 8.54 (dd, IH. J = 2. 8 Hz). 
8.19 (d, 2H. J = 8 Hz). 7.90 (d. IH. J = 8 Hz), 7.54-7.65 (m, 4H) : 
MS(-veESI):266(M.H)-. 
MS (+ve ESI) : 268 (M+H)*. 

c) A mixture of N-benzoyl 2-cyano-4.nitroaniUne (3.38 g, 12.6 mmol) and tin (II) 
15 chloride (14.3 g, 63.2 nunol) were heated in ethyl acetate (200 ml) at reflux for 2.5 

hours under an inert atmosphere. The reaction was allowed to cool to ambient 

temperature, concentrated aqueous ammonia (20 ml) added and the reaction was tfien 

filtered. Evaporation of the organic layer in vacuo yielded N-benzoyl 2-cyano-4- 

aminoaniline (2.64 g, 88 % yield) as a yellow solid : 
0 'H-NMR (DMSO <U> : 12.07 (s. IH). 8.09 (m, 2H). 7.43-7.50 (m. 4H), 7.20 (d, IH, J = 

2 Hz). 7.10 (dd. IH, J = 2.8 Hz). 5.63 (s, 3H) : 

MS (-ve ESI) : 236 (M-H)', 

MS (+ve ESI) : 238 (M+H)*. 

Examnle94 - Prepar ation of Compound No. Q4 in Table 2 
5 An analogous reaction to that described in example 1 , but starting with N- 

benzoyl 3Ktrifluoromethyl)-4-aminoaniline (154 mg. 0.55 mmol) and 4-chloro-6,7- 
dimethoxyquinazoline (1 12 mg, 0.50 mmol). yielded the title compound (157 mg, 62 % 
yield) as a white solid : 

'H-NMR (DMSO d«) : 1 1.46 (s, IH). 10.74 (s, IH), 8.74 (s, IH), 8.41 (d, IH. J = 2 
Hz). 8.22 (m, 2H). 8.02 (d. 2H. J = 8 Hz). 7.51-7.65 (m. 4H), 7.36 (s, IH), 3.99 (s. 3H), 
3.98 (s,3H): 
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MS (-ve ESI) : 467 (M-H)', 
MS (+ve ESO : 469 (M+H)*. 

N-BenzoyI 3-(trifluoioniethyl)-4-aminoaniIine. used as the starting material was 
obtained as follows : 

S a) Aimxtureof3<trifluoromethyl)^nit««niline(1.00g.4.85nunol)am^ 
chloride (0.62 ml. 5.34 nmiol) were heated in pyridine (20 ml) at reflux for 3 hours 
under an inert atmospheic. The reaction was allowed to cool to ambient tempeiatuit, 
pouied into water (200 ml) and basified by addition of 2.0 N aqueous sodium 
hydroxide solution. An oily Uquid separated out which crystallised on standing at 4 -C 
ovemight. The soUd was collected by suction filtration, washed with water (3 x 20 ml) 
and then purified by flash chromatography on silica gel. eluting with dichloromethane. 
Thisyielded N-benzoyl 3-(trifluoromethylH-nitroaniIine (1.01 g. 67 % yield) as a 
white solid: 

•H-NMR (DMSO d.) : 10.94 (s. IH). 8.47 (d, IH. J = 2 Hz). 8.32 (dd. IH. J = 2 8 Hz) 
8.22 (d, IH. J = 8 Hz), 7.52-7.65 (ra. 3H) : 
MS(-veESI):309(M-H)-, 
MS (+ve ESI): 311 (M+H)*. 

b) Platinum dioxide (100 mg. 0.44 mmol) was added to a solution of N-bcnzoyl 3- 
(tnfluorometi,yl)-4-nitroamli„e (913 mg. 2.94 mmol) in ethanol (50 ml) at ambient 
temperature and the reaction stirred for 1 .5 hours under an atmosphere of hydrogen 
FUtration of tiie reaction tim,ugh a pad of celite and solvent evaporation in vacuo 

yielded N-benzoyl3.(trifluoiomethyl)u»-aminoanUine (750 mg.91%yi^^^ 
white solid: 

•H.NMR(DMSOd.):7.85(d.2H.J = 8HzX7.74(s.lH).7.43.7.62(m.5H).6.74(d 
IH, J = 8Hz). 4.14(5, IH): 

MS(-vcESI):279(M-H)-, 

MS (+ve ESI) : 281 (M+H)*. 

Example 95 - Preparation nf ComnnunH Nn 95 fa TahlA 1 

A solution of 4-chlorD-6.meUioxy-7-benzyloxyquina20line (150 mg, 0.50 
mmol) and N-(4-amino.2-metf,ylphenyl)benzamide (1 13 mg, 0.50 mmol). in 
isopropanol (5.0 ml) was heated at 40 •€ for 30 minutes and then at 83 'C for 1 2 hours 
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before the reaction was allowed to cool to ambient temperature. The solid which had 
precipitated was collected by suction filtration and washed with diethyl ether (2 x 10 
ml). Drying of this material yielded the tiUe compound (242 mg, 92 % yield) as an off- 
white solid : 

•h-NMR (DMSO d6) : 1 1.32 (s. IH). 9.98 (s. IH), 8.82 (s, IH), 8.32 (s. IH). 8.04 (d. 
2H), 7.37-7.66 (m, 1 2H). 5 J5 (s. 2H), 4.04 (s, 3HX 2.32 (s, 3H) : 
MS (+ve ESI) : 491 (M+H)*. 

Eiample 96 - Preparatfo p of Comnnund No. 96 in TaM* 7. 

An analogous reaction to that described in example 95. but starting with N-(4- 
ainino-2<yanophenyl)ben2amide (1 1 8 mg. 0.50 mmol) yielded the title compound 
(230 mg, 86 % yield) as a white solid : 

'H-NMR(DMS0d6) : 12.56 (s. IH). 10.91 (s, IH). 8.80 (s, IH). 8.59 (s. IH). 8.35 (d. 
IH). 8.15-8.26 (m. 3H). 7.83 (d. IH). 734-7.65 (m. 9H). 5.32 (s. 2H). 4.05 (s. 3H) : ' 
MS (+ve ESO : 502 (M+H)*. 

Example 97 - Preparati on of Compound No. 97 in Table 2 

A solution of 1 .0 N hydrochloric acid in ether (0.50 ml. 0.50 mmol) was added 
to a solution with N.(4-amino-2-methyIphenyOben2amide (1 13 mg. 0.50 mmol) and 4- 
chloro.6.methoxy-7-(3-morpholinopropoxy)quinazoIine (168 mg. 0.50 mmol). in 
isopropanol (5.0 ml). The reaction was heated at 40 X for 30 minutes and then at 83 
"C for 12 hours. TTie reaction was allowed to cool to ambient temperature and the soUd 
which had precipitated was collected by suction filtration and washed with diethyl ether 
(2 x 10 ml). Drying of tills materia] yielded tiie title compound (275 mg, 98 % yield) as 



a white solid : 
I 



H-NMR (DMSO d«) :11.40 (s, IH), 1 1.05 (s. 11^. 9;98 (s. IH). 8.82 (s, IH). 8.35 (s, 
IH). 8.02 (d. 2H). 7.58 (m. 5H). 7.48 (d. IH). 7.40 (s. IH). 4.30 (t. 2H), 4.05 (s. 3H), 
3.99 (m. 2H). 3.85 (m. 2H). 3.5 1 (m. 2H). 3.29 (m. 2H). 3. 10 (m, 2H). 2.35 (m. 2H). 
2.30 (S.3H): 

MS (+ve ESQ : 528 (M+H)*. 
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Example 98 - Preparation of Compound No. 98 in Table 2 

An analogous reaction to that described in example 97, but starting with N-(4- 

amino-2-(trifluoiomethyi)phenyl)benzamide (140 mg, 0.50 mmol) yielded the title 

compound ^89 mg, 94 % yield) as a white solid : 
5 'H-NMR (DMSO dc) : 11 .70 (s, IH), 11 .05 (s. IH), 1020 (s, 1 H), 8.90 (s. IH), 8.48 

(s, IH), 8.25 (s. IH), 8.18 (d, IH). 7.95 (d, 2H), 7.65 (m, 2H), 7.55 (m, 2H), 7.45 (s, 

IH), 4.35 (t. 2H), 4.10 (s, 3H), 4.00 (m. 2H), 3.85 (m. 2H). 3.50 (m, 2H). 3.30 (m. 

2H), 3.10 (m, 2H), 2.35 (m, 2H) : 

MS (+ve ESO : 582 (M+H)*. 
>0 Example 99 - Preparation of Compound No. 99 in Table 3 

A solution of 4-chlon>-6.7-dimethoxyquinazoline (224 mg, 1.00 mmol), 

potassium caibonate (152 mg, 1.10 mmol) and N-benzoyl 4-hydroxyaniline (235 mg, 

1.10 mmol) in dim^ylfonnamide (4 mQ was heated at 1 1 0 for 2 hours before tiie 

reaction was allowed to cool to ambient temperature. The reaction was poured into 
IS water and tiie solid which had precipitated was collected by suction filtration and 

washed witii a mixture of dietfiyl etiier (10 ml), etfiyl acetate (10 ml) and isohexane (10 

ml). Diying of tiiis material yielded tfie title compound (325 mg, 81 % yield) as a beige 

solid : 

'H-NMR (DMSO d^) : 10.33 (s, IH). 8.55 (s. IH), 7.95 (d, 2H. J = 8 Hz). 7.85 (d. 2H, J 
20 =8 Hz), 7.50-7.60 (m, 4H). 7.40 (s, IH), 7.25 (d, 2H, J = 8 Hz), 4.00 (s. 6H) : 
MS (-ve ESO : 400 (M-H)\ 
MS (+ve ESI) : 402 (M+H)*. 

N-benzoyl 4rhydroxyaniline, used as the starting material was obtained as follows : 

A solution of benzoyl chloride ^.30 ml, 20.0 mmol) in tetrahydrofuran (25 ml) 

25 was added dnqiwise to a solution of 44minoph6nol (2.18 g, 20.0 mmol) and 
triediylamine (10 ml) in tetrahydrofuran (75 ml) at ambioit temperature and tiie 
reaction allowed to stir for a furtiier 1 8 hours. The reaction was poured into water and 
the solid material which formed was collected by suction filtration. Reoystallisation 
fiom etiiyl acetate / isohexane (1:1), followed by solvent evaporation in vacuo, yielded 

30 N-benzoyl 4.hydroxyaniline (3.05 g, 72 % yield) as a white solid : 
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'H-NMR (DMSO d«) : 9.95 (s, IH), 9.20 (s, IH), 7.90 (d, 2H, J = 8 Hz), 7.60-7.80 (m. 
5H),6.75(d.2H,J = 8Hz): 
MS(-veESI):212(M.H)-, 
MS(+veESI):214(M+H)*. 
5 Example 100 - Preparation of Compound No. ICQ in Table 3 

An analogous reaction to that described in example 99, but staiting with N- 
ben2»yl 2-chloro-4-hydroxyaniline (199 mg, 0.80 mmol). yielded die title compound 
(172 mg, 54 % yield) as a white solid : 

'H-NMR (DMSO de) : 10.90 (s, IH), 8.60 (s, IH), 8.00 (d, 2H, J = 8 Hz). 7.50-7.70 (m, 
10 6H), 7 J5-7.40 (m. 2H), 7.1 5 (d, 2H, J = 8 Hz). 4.00 (s, 6H) : 
MS (-ve ESI) : 434, 436 (M-H)', 
MS (+ve ESI) : 436, 438 (M+H)*. 

N-benzoyI 2-chloro-4-l^droxyaniline, used as flie staiting material was obtained as 
follows : 

IS Triethylamine was added to a su^nsion of 3-chIoro-4-aminophenol 

hydrodiloride (1.80 g, 10.0 mmol) in tetrahydrofuran (200 ml), benzoyl chloride (3.00 
ml, 20.0 mmol) was added and the reaction allowed to stir for 1 8 hours at ambient 
temperature. The reaction was filtered and the filtrate was evaporated in vacuo. The 
residue was dissolved in methanol (200 ml), treated with aqueous potassium carbonate 

20 solution (0.6 N, 25 ml, 1 5 mmol) and the mixture stirred for 4 hours at ambient 

temperature. Addition of saturated aqueous sodium hydrogen carbonate solution (100 
ml) caused precipitation of an off-w^ite solid which was collected by suction filtration. 
Diying in vacuo yielded N-benzoyl 2-chlonHHiydroj^aniline (2.08 g, 83 % yield) as a 
pale pmple solid : 

25 'H-NMR (DMSO d«) : 9.80 (s, IH). 7.95 (d, 2H, J = 8 Hz), 7.45-7.60 (m, 3H), 7.25 (d, 
IH, J = 8 Hz), 6.90 (d, IH, J = 8 Hz), 6.75 (dd, IH, J = 2, 8 Hz) : 
MS (-ve ESO : 246, 248 (M-H)", 
MS (+ve ESI) : 248, 250 (M+H)*. 

Example 101 - Preoaration of Compound No. 101 in Table 4 
30 An analogous reaction to that described in example 1 , but starting with 4- 

chloro-6-metho;^-7-(3-motpholinopropoxy)quinazoline (3.37 g, 10.0 mmol) yielded 
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the tiUe compound (3.00 g, 58 % yield) as a white solid after purification by flash 
chromatography on sihca gel, eluting with 10 % methanol in dichloromethane : 
•H-NMR (DMSO d,) : 10.22 (s, IH). 9.45 (s. IH). 8.41 (s. IH). 7.95 (d. 2H), 7.85 (s. 
IH), 7.75 (dd. 4H). 7.55 (m. 3H). 7.15 (s, IH), 4.20 (t. 3H). 3.95 (s. 3H). 3.60 (t, 4H), 
5 2.45 (m, 2H). 2.41 (m. 4H). 1.95 (m, 2H) : 
MS (-ve ESI) : 512 (M-Hy, 
MS(+veESI):514(M+H)*. 

4-Chloro^methoxy.7^.moipholinopropoxy)quinazoIine. used as the starting 
material, was obtained as follows : 

a) A mixtuie of moipholme (261 ml, 3.00 mol) and l-bromo-3-chloropropane 
(148 ml, 1 .50 mol) in toluene (900 ml) was stiiwd for 18 hours at ambient temperature. 
Additional l-bromo.3sAloiopropane (25 ml. 0.25 mol) was added, the reaction was 
stinedforafiirther 1 hour and then filtered to remove the precipitated solid before the 
filtrate was concentrated in vacuo. Distillation of the crude oil yielded N-(3- 

chloropropyO-morpholine (1 19.3 g, 49 % yield) as the fiaction boiling at 70-80 "012.6 
mmHg : 

'H-NMR (DMSO d,): 3.65 (t.2H), 3.55 (m,4H), 2.41 (t. 2H). 2.39 (m. 4H). 1.85 (m, 
2H): 

MS (+ve ESI) : 164 (M+H)*. 

b) N-(3.Chloropropyl)morpholine (90 g, 0.55 mol) was added dropwise, over 30 
minutes, to a solution of ethyl vaniUate (98 g. 0.50 mol) and powdered potassium 
carbonate (104 g. 0.75 mol) in dimethylformamide (300 ml) at 80 'C. Hie reaction was 
heated at 80 •€ for 90 mmutes. cooled to ambient temperature, filtered and the filtrate 
concentrated in vacuo. TTie crude product was taken up in diethyl ether (1000 ml), 
filtered and washed with water (2 x 200 ml) and brine (200 ml). Solvent evaporation in 
wci/a yielded cdiyl 3-methoxy-4-(3.morphoIinopropoxy)ben2oate (161.5 g. 100 % 
yield) as a pale yellow oil which crystallised on standing to afford a pale yellow solid • 
'H-NMR (DMSO d.) : 7.55 (dd. IH), 7.41 (d. IH). 7.05 (d, IH). 4.30 (q. 2H). 4.05 (t. 
2H). 3.80 (s. 3H). 3.55 (m. 4H). 2.41 (t. 2H). 2.35 (m. 4H). 1.92 (m. 2H). 1.32 (t. 3H) : 
MS(-veESI):324(M-H)-. 
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c) Concentrated sulphuric acid (1 10 ml) and concentrated nitric acid (19.0 ml, 
0,289 mol) were added cautiously, over a 50 minute period, to a two-phase system 
containing a stirred solution of ethyl 3-methoxy-4*<3-morpholinopiopoxy)benzoate . 
(76.5 g, 0.237 mol) in dichloromethane (600 ml), acetic acid (300 ml) and water (70 
5 ml) at 5 X, The reaction was allowed to warm to ambient temperature over 1 8 hours, 
the aqueous phase was separated, and the aqueous phase was taken to pH 9 by addition 
of 40 % aqueous sodium hydroxide solution (775 ml), detraction of the aqueous phase 
with dichloromethane (3 x 600 ml) and subsequent solvent evaporation in vacuo 
yielded ethyl 3-methoxy-4-(3-morpholinopropoxy)-6-nitrobenzoate (141 J g, 86 % 
10 yield) as a yellow gum : 

"H-NMR (CDCI3) : 7.50 (s, IH), 7.1 1 (s, IH). 4.41 (q, 2H), 4.22 (t, 2H). 4.0 (s, 3H), 
3.70 (m, 4H), 2.50 (t, 2H), 2.45 (m, 4H), 2^05 (m, 2H), 1.41 (t, 3H) : 
MS (+ve ESI) : 369 (M+H)*. 

d) A suspension of ethyl 3-methoxy-4-(3-morpholinopropoxy)-6-nitrobenzoate 
15 (1 32.2 g, 359 mmol) and 1 0 % palladium on carbon (3.0 g) in a mixture of ethanol (200 
ml) and ethyl acetate (2000 ml) was stirred under an atmosphere of hydrogen for 18 
hours. Removal of the catalyst by filtration, followed by solvent evaporation in vacuo 
yielded ethyl 3-methoxy-4^3-moqiholinopropoxy)-6-aminobcnzoate (122 g, 100 % 
yield) as a brown oil : 

20 .'H-NMR(DMSOd6):7.15(s, IH), 6.40 (s. 2H), 6.35 (s, IH), 4.20 (q,2H), 3.95 (t, 
2H). 3.65 (s, 3H), 3.55 (m, 4H), 2.41 (t, 2H), 2.35 (m. 4H), 1.85 (m. 2H), 1,25 (t, 3H) : 
MS (-vc EST) : 337 (M-H) . 
MS (+vc ESI) : 339 (M+H)*. 

c) A solution of ethyl 3-methoxy-4-(3-morphoIinopropoxy>-6-aminobenzoate 

25 (130 g, 384 mmol) in formamide (280 ml) was heated at 1 80 for 3 hours, during 

v^diich time a small amount (25 ml) of liquid distilled out of tiie reaction. The reaction 

was cooled to 125 and the excess formamide was evaporated in vacuo. Trituration 

of tiie solid residue with isopropanol (100 ml), followed by drying in vacuo^ yielded 6- 

methoxy-7-(3-morpholinopn)poxy)-3,4-dihydroquina2olin-4^ne (83.0 g, 68 % yield) 
30 as a pale brown solid : 
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•H-NMR (DMSO <k) : 12.0 (s, IH), 7.95 (s. IH), 7.45 (s, IH), 7.10 (s. IH), 4.15 (t. 
2H). 3.85 (s. 3H). 3.61 (m. 4H). 2.45 (t. 2H), Z35 (m, 4H), 1.92 (m, 2H) : 
MS(-veESI):318(M-H)', 
MS (+ve ESO : 320 (M+H)*. 

0 Dimethylfonnamide (2.0 ml) was added dropwise to a solution of 6-methoxy- 
7-(3-morpholmoproiM>xy)-3,4-dihydroKiuiiiazolin-4-one (83.0 g, 261 nunol) in thionyl 
chloride (700 nU) and the reaction was heated at reflux for 3.5 houis. The reaction was 
cooled, excess thionyl chloride was removed ia vacuo, the residue was taken up in 
water (500 ml) and this aqueous solution was taken to pH 9 by addition of saturated 
aqueous sodium bicarbonate solution (300 ml). The aqueous phase was extracted with 
dichloiomethane (2 x 400 ml), the organic solution was washed with brine (400 ml) 
and the solvents were removed in vacuo. Trituration of the solid residue with ethyl 
acetate (150 ml), followed by diying in vacuo, yielded 4-chloro-6-methoxy-7<3- 
morpholinopropoxy)quinazoline (53 g, 60 % yield) as a pale brown solid : 
'H-NMR (CDCI3) : 8.85 (s, IH). 7.39 (s, IH). 7.38 (s. IH), 4.31 (t, 2H). 4.05 (s, 3H). 
3.70 (m. 4H). 2.60 (t. 2H), 2.51 (m, 4H), 2.12 (m. 2H) : 
MS (+ve ESI) : 338 (M+H)*. 

Example 102 - Prepar ation of Compound No. 102 in Table 4 

An analogous reaction to that described in example 1, but starting with 4- 
chlon>-6-methoxy-7-(3-morpholinopropoxy)quinazoline (8.44 g. 25.0 nrniol) and N-(t- 
butoxycari)onyl)-4-aminoaniline (5.73 g, 27 J nunol), yielded the title compound 
(13.79 g, 95 % yield) as a white soUd : 

'H-NMR (DMSO d*) : 1 1.30 (s. IH), 9.45 (s. IH). 8.75 (s. IH). 8.30 (s, IH). 7.55 (s, 
4H), 7.41 (s. IH). 4.32 (t, 2H), 4.0 (s. 3H). 3.95 (m. 2H). 3.85 (m, 2H), 3.51 (m.2H). 
3.3 (m, 2H), 3.10 (m.2H), 2.3 1 (m, 2H), 1.50 (s. 9H) ; 
MS(-veESI):508(M.H)-, 
MS (+ve ESI) : 5 1 0 (M+H)*. 

Example 103 - Prepar ation of Compound No. 103 in Table 4 

0-(7-A2abenzotriazol- 1 -yl)-N J^.N',N'-tetramethyluK)nium 
hexafluorophosphate (HATU) (143 mg, 0.375 mraol) was added to a solution of 2- 
chloro-5-nitrobenzoic acid (33 mg. 0.275 mmol) m dimetiiylacetamide (1.0 ml). After 
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20 minutes, a solution of 4-(4-aminoanilmo)-6-methoxy-7<3- 
inorpholinopropoxy)quinazoline (102 mg, 0.25 mmol) in dimethylacetamide (1.0 ml) 
was added and the reaction heated at 50 "C for 18 hours. The reaction was cooled, 
water (10 ml) was added and the reaction mixture was neutralised by addition of ' 

5 saturated aqueous sodium bicarbonate solution. TTk: aqueous phase was extiac 
ethyl acetate. Solvent evaporation and diying of the solid in vacuo yielded the tide 
compound (65 mg, 44 % yield) as a white solid : 

'H.NMR(DMSOd«):9.45(s. lH),8.45(d. lH.J = 8H2).8.40(s. lH).8.32(m. IH). 
7.88 (m. 2H), 7.75 (m. 4H). 7.19 (s. IH), 4.20 (t, 3H). 3.99 (s. 3H). 3.61 (m. 4H). 2.45 
10 (m,6H),1.95(m,2H): 

MS (-ve ESI) : 591, 593 (M-H)', 
MS (+ve ESI) : 593, 595 (M+H)*. 

4^4-aminoanilino)-6-methoxy-7-(3-moipholinopiopoxy)quinazoline used as starting 
materia] was prepared as follows: 

IS Trifluoroacetic acid (1.00 ml. 13.1 mmol) was added to a suspension of 4^4- 

(N-Boc-amino)anilino>6-metiioxy-7<3-moipholinopropoxy)quinazoline 
dihydrochloride (100 mg. 0.172 mmol) in dichloromethane (2.0 ml) and the reaction 
stirred for 1 hour at ambient temperature. The solvents were removed in vacuo, the 
icsidue was suspended in water (2.0 ml) and saturated aqueous sodium bicarboMte 
10 solution (4.0 ml) was added. The aqueous phase was extracted witii dichloremethane (3 
X 10 ml) and die combined organic layeis were washed with brine (25 ml) and 
evaporated in vacuo. Diying of die solid in vacuo yielded 4^4-aminoamlino)-6- 

methoxy.7K3.morpholinopropoxy)quina2oUne (53 mg, 75 % yield) as a white solid • 
•H-NMR (DMSO d«) : 9.19 (s. IH), 8.31 (s. IH), 7.79 (s. IH). 7.25 (d, 2H), 7.10 (s, 

IH). 6.61 (d. 2H), 5.0 (s, 2H). 4.15 (t. 2H). 3.91 (s. 3H). 3.60 (m. 4H). 2.45 (t, 2H). 

2.40 (m,4H). 1.95 (m,2H) : 

MS(-veESI):408(M-H)-, 

MS (+ve ESO : 4 1 0 (M+H)*. 

Example 104 - Prenaration of Comnnnn d No. 104 T»hi> a 

An analogous reaction to tiiat described in example 1, but starting with 4- 
chloro-6-methoxy.7^.moipholinopiDpoxy)quina2oline (74 mg. 0.22 mmol) and 4- 
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aminoacetanilide (33 mg, 0.24 mmol) yielded the title compound (108 mg, 97 % yield) 
as a v^te solid : 

•H-NMR (DMSO <k) : 10.09 (s, IH). 8.75 (s, IH). 8.21 (s. IH), 7.65 (d. 2H), 7.58 (d. 
2H). 7.35 (s. IH). 4.30 (m. 2H). 4.00 (s. 3H), 3.95 (m, 2H). 3.80 (m. 2H), 3.50 (m, 
5 2H), 3.30 (m, 2H). 3.1 1 (m, 2H), 2.30 (m, 2H). 2.03 (s, 3H) : 
MS(.vcESI):450(M-H)-. 

Eaamnle IPS - Preparation of Compound No. IPS ip Table 4 

An analogous reaction to that described in example 1 03, but starting with 
octanoic acid (72 mg, 0.50 mmol) and 4-(4-aminoanilino)-6-methoxy-7-(3- 
10 moiphoIinopropoxy)quinazoline (1 51 mg, 0.45 mmol), yielded the title compound (136 
mg, 5 1 % yield) as a white solid : 

'H-NMR (DMSO d«) : 9.82 (s, IH), 9.40 (s, IH), 8.38 (s. IH). 7.81 (s, IH), 7.64 (d. 
2H), 7.57 (d. 2H), 7.14 (s. IH). 4.16 (t. 2H), 3.94 (s, 3H). 3.57 (m. 4H), 2.42 (t, 2H), 
2.36 (m, 4H). 2.28 (t, 2H). 1.90-2.00 (m. 2H). 1.50-1.65 (m, 2H). 1.20-1.27 (m. 8H). 
15 0.85-0.80 (m.3H). 

Example 106 - Preparation of Compoand No. 106 in Table 4 

An analogous reaction to that described in example 103. but starting with furan- 
2-carboxylic acid (56 mg, 0.50 mmol), yielded the title compound (146.6 mg, 58 % 
yield) as an off-white solid : 
20 'H-NMR (DMSO d*) : 9.45 (s. IH). 8.41 (s, IH). 7.91 (d. IH). 7.83 (s. IH), 7.70-7.80 
(m, 4H). 7J1 (d, IH), 7.15 (s, IH). 6.68 (m. IH), 4.17 (t, 2H), 3.95 (s. 3H), 3.57 (m, 
4H), 2.42 (t. 2H). 2.36 (m. 4H), 1.90-1.99 (m, 2H) : 
MS (+ve ESI) : 504 (M+H)*. 

Example 107 - Pr eparation of Compound No. 107 in Tahlg 4 
25 An analogous reaction to that described in example 103, but starting with 3- 

furoic acid (56 mg. 0.50 mmol), yielded the tide compound (135 mg, 54 % yield) as an 
ofT-white solid : 

'H-NMR (DMSO de) : 9.95 (s, IH), 9.45 (s. IH), 8.41 (s. IH), 8.38 (d. IH), 7.83 (s, 
IH). 7.79 (m. IH), 7.65-7.75 (m. 4H), 7.15 (s. IH). 7.00 (d. IH). 4.17 (t, 2H). 3.95 (s, 
30 3H), 3.58 (m. 4H). 2.42 (t, 2H), 2.36 (m, 4H), 1.90-2.00 (m. 2H) : 
. MS (+ve ESI) : 504 (M+H)*. 
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Example 108 - Preparation o f Compound No. 10« in Tnhii. a 

An analogous reaction to that described in example 103, but starting with 2- 
thiopheneacetic acid (71 mg, 0.50 mraol), yielded the title compound (149 mg. 56 % 
S yield) as an off-white solid : 

'H-NMR (DMSO d,) : 10.17 (s, IH). 9.40 (s. IH). 8.39 (s. IH). 7.81 (d. IH), 7.68 (d, 
2H). 7.59 (d, 2H), 7.37 (m. IH), 7.14 (s, IH), 6.96 (m, 2H), 4.17 (t, 2H). 3.94 (s, 3H), 
3.85 (s. 2H). 3.58 (m, 4H). 2.43 (t. 2H), 2.35-2.41 (m. 4H), 1.85-2.00 (m, 2H) : 
MS(+vcESI):534(M+H)*. 
'® EMmple 109 -PrenanitfiiH of Comnonnd No. 109 in T«ihl> it 

An analogous reaction to that described in example 1 03. but starting with 
indole-2-carboxylic acid (80 mg, 0.50 mmol). yielded the title compound (170 mg. 62 
% yield) as an ofif-white solid : 

•H-NMR (DMSO d,) : 1 1.78 (s, IH). 10.28 (s. IH). 9.45 (s. IH). 8.42 (s. IH). 7.85 (s. 
IH). 7.80 (d. 2H). 7.76 (d. 2H). 7.65 (d. IH). 7.45 (d. IH). 7.40 (s. IH). 7.17-7.22 (m, 
IH).7.15(s. lH).7.05(d. IH). 4.17 (t. 2H). 3.95 (s.3H). 3.57 (m.4H). 2.45 (t, 2H), 
2.37 (m. 4H), 1.90-2.00 (m, 2H) : 
MS (+ve ESI) ; 553 (M+H)*. 

Eiample 1 10 - P».poroHon of Campn gnd No. lift In ToM^^ 

An analogous reaction to that described in example 103. but starting with 2,4- 
difluorobenzoic acid (79 mg. 0.50 mmol). yielded the title compound (140 mg. 5 1 % 
yield) as an ofif-white solid : 

'H-NMR (DMSO d^) : 8.41 (s. IH), 7.83 (s, IH), 7.70-7.80 (m. 5H). 7.35-7.45 (m. 

IH). 7.16-7.25 (m, lH).7.15 (s, IH), 4.19 (t,2H). 3.95 (s.3H). 3.57 (m,4H), 2.45 (t, 
2H). 2.37 (m, 4H). I.92-I.97 (m. 2H) : 
MS (+ve ESI) : 550 (M+H)*. 

Example 111 - Prcpamri on of Comp a.. od No. I II in Tahi^ a 

An analogous reaction to that described in example 103, but starting with 4- 
methylsulphonyl.3-nitroben2oic acid (122 mg. 0.50 mmol). yielded the tide compound 
(199 mg, 63 % yield) as an off-while solid : 
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'H-NMR(DMSO d«) : 8.58 (s. IH), 8.47 (d. IH). 8.42 (s, IH). 8.25 (d. IH), 7.83 (s. 
IH). 7.75-7.80 (m. 4H). 7. 16 (s. IH), 4. 1 7 (t, 2H). 3.95 (s, 3H), 3.57 (m, 4H), 3.53 (s. 
3H), 2.44 (t. 2H), 2.37 (m, 4H), 1 .92-2.00 (m. 2H) : . 
MS (+ve ESI) : 637 (M+H)*. 
^. Example 112 - Prepara tion of Comoound No. 112 in Table 4 

An analogous reaction to that described in example 1 03, but starting with 5- 
hexynoic acid (56 mg, 0.50 mmolX yielded the tiUe compound (146 mg, 58 % yield) as 
an off-white solid : 

'H-NMR (DMSO dj) : 9.90 (s, IH). 9.40 (s, IH). 8.38 (s, IH). 7.81 (s. IH). 7.66 (d, 
10 2H). 7.58 (d. 2H). 7.14 (s. IH), 4.17 (t, 2H). 3.95 (s. 3H), 3.57 (m. 4H), 3.53 (s, 3H), 

2.80 (m. IH), 2.45-2.50 (m.2H). 2.44 (t.2H), 2.37 (m.4H). 2.20-2.25 (m.2H). 1.95- 
2.00 (m. 2H). I'.70-1 .80 (m, 2H) : 
MS (+ve ESI) ; 504 (M+H)*. 

Example 113 - Preparation of Compound No. 113 in TahlP d 
15 An analogous reaction to that described in example 103, but starting with 2- 

fluoro-S-nitrobenzoic acid (92 mg, 0.50 mmol), yielded the tiUe compound (180 mg, 62 
% yiel^ as an off-white solid : 

'H-NMR (DMSO d^) : 9.50 (s. IH), 8.50-8.57 (m. IH), 8.42 (m. IH). 8.40 (s. IH). 7.84 
(s. IH), 7.75 (d, 2H), 7.70 (d, 2H), 7.67 (d, IH). 7.16 (s, IH), 4.17 (t, 2H), 3.95 (s, 3H), 
20 3.57 (m. 4H). 2.44 (t, 2H), 2.37 (m, 4H). 1.95 (m. 2H) : 
MS (+ve ESI) : 577 (M+H)*. 

Example 114 - Pr eparation of Comnannd No. 114 in Tahi«> d 

An analogous reaction to that described in example 1 03. but starting with 3- 
methoxy-2rnitiDbcnzoic acid (99 mg, O.SammoO, yielded the title compound (K8 mg, 
25 57 % yield) as an off-white solid : 

'H-NMR (DMSO d«) ; 8.41 (s, IH), 7.83 (s, IH). 7.75 (m, 2H). 7.67 (m. 3H), 7.50 (d, 
IH),7.45(d, lH).7.15(s. 1 H). 4.1 7 (t,2H). 3.95 (s,3H). 3.93 (s.3H). 3.57 (m.4H), 
2.44 (t, 2H). 2.37 (m, 4H), 1 .95-2.00 (m, 2H) : 
MS (+VC ESO : 589 (M+H)*. 
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EMmnk 115 - Pren aration of Compound No. IIS in Table 4 

An analogous reaction to that described in example 103, but starting with 3- 
(methylthio)-benzoic acid (84 mg, 0.50 mmol), yielded the title compound (72 mg, 26 
% yield) as a white solid : 

•H-NMR (DMSO d6) : 9.45 (s, IH), 8.40 (s, IH). 7.83 (s. IH). 7.71 (m..4H). 7.40-7.51 
(m,3H).7.24(m. lH).7.l5(s, IH), 4.17 (t.2H), 3.95 (s,3H), 3.57 (m.4H). 2.45-2.50 
(m. 5H), 2.37 (m, 4H), 1.95-2.00 (m, 2H) : 

MS (+ve ESI) : 560 (M+H)*. 

Eiamnle 116 - Prepa ration of Compound Wo. 116 in Table 4 

An analogous reaction to that described in example 103, but starting with 2- 
methylpyiazine-S-caiboxylic acid (69 mg, 0.50 mmol), yielded the tide compound (1 1 7 
mg, 44 % yield) as a white solid : 

•H-NMR (DMSO dfi) : 9.16 (s, IH), 8.69 (s, IH). 8.42 (s. IH). 7.90 (d, 2H). 7.83 (s, 
IH). 7.74 (d. 2H), 7.15 (s, IH). 4.19 (t. 2H), 3.95 (s. 3H), 3.57 (m, 4H). 2.63 (s. 3H), 
2.45 (t, 2H), 2.37 (m, 4H), 1 .95 (m. 2H) : 
MS (+ve ESO : 530 (M+H)*. 

Example 117 - Prena ration of Compound No. 117 in Table 4 

An analogous reaction to that described in example 103, but starting with 6- 
heptynoic acid (63 mg, 0.50 mmol), yielded the tide compound (146 mg, 56 % yield) as 
an o£r-white solid : 

•H-NMR (DMSO d6) : 9.86 (s. IH). 9.40 (s, IH), 8.38 (s, IH), 7.81 (s. IH), 7.66 (d, 
2H), 7.60 (d, 2H), 7.14 (s, IH), 4. 16 (t. 2H), 3.94 (s, 3H), 3.57 (m, 4H). 2.77 (m, IH). 
2.45 (t, 2H), 2.37 (m. 4H), 2.31 (t, 2H), 2.15-2.22 (m. 2H), 1.90-2.00 (m, 2H), 0.60- 
0.70 (m. 2H). 0.40-0.55 (m, 2H) : 
MS(+vcESI):518(M+H)*. 

Example U8 - Prepar ation of Comnound No. 118 in Table 4 

An analogous reaction to that described in example 103, but starting with 
cyclopentane-carboxylic acid (57 mg, 0.50 mmol), yielded the title compound (150 mg, 
59 % yield) as an ofif-white solid : 
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'H-NMR (DMSO d«) : 9.85 (s. IH). 9.42 (s. IH). 8.41 (s, IH). 7.81 (s, IH). 7.60 (dd. 
4H), 7.15 (s, IH). 4. 18 (t, 2H), 3.95 (s, 3H), 3.61 (m. 4H). 2.79 (m, IH). 2.50 (t, 2H). 
2.38 (m, 4H), 1.95 (t, 2H). 1.82 (m. 2H). 1.71 (m. 4H), 1.55 (m. 2H) : 
MS (+ve ESI) : 506 (M+H)*. 

Example 119 - Prena ration of Compound Nn, 119 in Tahlc 4 

An analogous reaction to that described in example 103, but starting with 
cyclohexylacetic acid (71 mg, 0.50 mmoIX yielded the title compound (139 mg, 52 % 
yield) as an off-white solid : 

'H-NMR (DMSO d6): 9.86(8, lH),9.42(s, lH).8.39(s, lH),7.84(s, lH),7.62(dd. 
4H). 7.15 (s. IH). 4.17 (t. 2H). 3.93 (s. 3H). 3.58 (m, 4H). 2.42 (t, 2H), 2.38 (m. 4H). 
2.18 (d, 2H), 1.95 (m, 2H), 1.50-1.81 (m, 5H), 1.21 (m, 4H). 0.98 (m. 2H) : 
MS (+ve ESI) : 534 (M+H)*. 

E»ample 120 - Prenarfl don of Comnonnd No. 120 in Table 4 

An analogous reaction to that described in example 103, but starting with 4- 
methoxy-3.nitrobenzoic acid (99 mg. 0.50 mmol). yielded the tide compound (172 mg, 
59 % yield) as an off-white solid : 

'H-NMR (DMSO d,) : 10.38 (s, IH), 9.50 (s, IH). 8.55 (d. IH). 8.45 (s. IH), 8.31 (dd, 
IH). 7.87 (s. IH). 7.78 (m. 4H). 7.53 (d, IH), 7.18 (s, IH), 4.21 (t. 2H). 4.02 (s. 3H), 

3.97 (s. 3H). 3.58 (m, 4H). 2.46 (t, 2H), 2.40 (m. 4H), 1.95 (m, 2H) : 

MS (+ve ESI) : 589 (M+H)*. 

Example 121 - Preparation of Comnnunil No. 121 In Tahl.. d 

An analogous reaction to that described in example 103. but starting with 
tetrahydio a-fiuoic add (58 mg. 0.50 mmoO. yielded the titfe compound (151 mg, 60 % 
yield) as an off-white solid : 

•H-NMR (DMSO d6) : 9.68 (s, IH), 9.5 (s, IH), 8.41 (s, IH). 7.82 (s, IH), 7.69 (m. 
4H), 7.15 (s. IH), 4.39 (dd, IH), 4.17 (t, 2H), 3.99 (dd. IH), 3.94 (s. 3H). 3.84 (dd, 
IH), 3.58 (m. 4H), 2.45 (t, 2H). 2.38 (m. 4H). 1.97 (m, 4H), 1.87 (m. 2H) : 
MS (+VC ESO : 508 (M+H)*. 
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Example 122 - Prop uradon of Cnmpcund No. 122 in Table 4 

An analogous reaction to that described in example 103, but starting with 
picolinic acid (62 mg, 0.50 mmol), yielded the tide compound (133 mg, 52 % yield) as 
an ofT-white solid : 

'H-NMR (DMSO d^) : 10.65 (s, IH). 9.49 (s. IH). 8.75 (d, IH), 8.44 (s, IH), 8.18 (d. 
IH). 8.08 (m, IH), 7.91 (d. 2H). 7.85 (s. 1H)..7.76 (d. 2H). 7.68 (m. IH). 7.18 (s. IH). 
4.18 (t. 2H). 3.98 (s. 3H). 3.58 (m. 4H). 2.45 (t. 2H). 2.38 (m. 4H). 1.95 (t. 2H) : 
MS (+ve ESI) : 515 (M+H)*. 

foample 123 - PremirflH oB of Contnnund No. 12-t In T«hl> d. 

An analogous reaction to that described in example 103, but starting with 
nicotimc add (62 mg. 0.50 mmol). yielded the title compound (139 mg. 54 % yield) as 
an off-white solid: 

•h.NMR(DMSO d6) : 10.45 (s. IH), 9.46 (s, IH). 9.10 (d, IH), 8.78 (d, IH). 8.43 (s. 
IH). 8.31 (m, IH), 7.85 (s. IH). 7.78 (m, 4H). 7.57 (m. IH), 7.18 (s, IH). 4.18 (t. 2H), 
3.95 (s. 3H). 3.58 (ra. 4H). 2.45 (t. 2H). 2.35 (m, 4H). 1.95 (t. 2H) : 
MS(+veESI):515(M+H)*. 

Example 124 - Prena ration of Compound Nn. 124 in Tahte 4. 

An analogous reaction to that described in example 103, but starting with 4- 
nitrocinnamicacid (96 mg. 0.50 mmol). yielded the title compound (176 mg, 60 % 
yield) as an ofT-white solid : 

'H-NMR (DMSO d«) : 10.48 (s, IH), 9.51 (s, IH), 8.40 (s. IH), 8.29 (d. 2H). 7.90 (d, 
2H), 7.85 (s, IH). 7.71 (m. 4H). 7.70 (d, IH. J = 16 Hz). 7.18 (s, IH), 7.05 (d. IH. J = 
16 Hz). 4. 18 (t, 2H), 3.95 (s. 3H), 3.60 (m. 4H), 2.45 (t, 2H), 2.38 (m. 4H), 1 .95 (t. 2H): 
MS (+ve ESI) : 585 (M+H)*. 

Example 125 - Prenarat ion of Comnpund No. I2S in Table 4 

An analogous reaction to that described in example 103, but starting with 2.4- 
dimlrobenzoic acid (106 mg, 0.50 mmol). yielded the tide compound (181 mg. 60 % 
yield) as an off-white solid : 

•H-NMR (DMSO de): 9.50 (s, lH),8.79(d, 1H),8.61 (dd, 1H).8.41 (s. lH).8.I0(d. 
IH), 7.85 (s. IH). 7.75 (d, 2H), 7.64 (d. 2H). 7.16 (s. IH). 4.19 (t, 2H), 3.95 (s. 3H). 
3.58 (m. 4H). 2.47 (t, 2H). 2.40 (m. 4H). 1.95 (t. 2H) : 
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MS (+VC ESI) : 604 (M+H)*, 

Erample 126 - Preparation of Compound No. 126 in Table 4 

An analogous reaction to that described in example 103, but starting with 3- 
acetoxybenzoic acid (90 rag, 0.S0 ounol), yielded the title compound (161 mg, S6 % 
yield) as an off-white solid : 
HPLC / LCMS (RT) : 1.56 min : 
MS (+ve ESI) : 572 (M+H)\ 

Example 127 - Preparation of Compound No. 127 in Table 4 

An analogous reaction to that described in example 103, but starting with 1,5- 
dimethyl-lH-pyrazole-3-carboxylic acid (70 mg, O.SO mmol), yielded the title 
compound (146 mg, 55 % yield) as' an off-white solid : 

'H-NMR (DMSO d6) : 9.90 (s, IH), 9.47 (s, IH), 8.41 (s, IH), 7.82 (s, IH). 7.80 (d, 
2H), 7.67 (d, 2H). 7.15 (s, IH), 6.57 (s, IH), 4.18 (t, 2H). 3.95 (s, 3H), 3.85 (s, 3H). 
3.58 (m, 4H), 2.46 (t, 2H), 2.38 (m, 4H), 2.31 (s, 3H), 1.95 (t, 2H) : 
MS (+ve ESI) : 532 (M+H)*. 

Example 128 - Preparation of Compound No. 128 in Table 4 

An analogous reaction to that described in example 103, but starting with 
cyclobutane-caiboxyiic acid (40 mg, 0.40 mmol) and 4-(4-aminoaniUno)-6-methoxy-7- 
(3-morpholinopropoxy)-quinazoline (143 mg, 0.35 mmol), yielded the title compound 
(12 mg, 7 % yield) as a white solid : 

*H-NMR (DMSO d6) : 9.71 (s, IH). 9.42 (s, IH), 8.40 (s, IH), 7.82 (s, IH), 7.68 (d, 
2H, J = 8 Hz), 7.62 (d, 2H. J = 8 Hz), 7.15 (s. IH), 4.18 (t, 2H, J = 7 Hz), 3.95 (s, 3H), 
3.58 (m, 4H), 3.22 (m, IH). 2.46 (t, 2H, J = 7 Hz), 2.38 (m, 4H), 2.23 (m, 2H), 2.1 1 (m, 
2H), 1.95 (t. 2H, J = 7 Hz),1.95(m, IH), 1.82 (lH.m) : 
MS (+ve ESI) : 492 (M+H)*. 

Example 129 - Preparation of Compound No. 129 in Table 4 

An analogous reaction to that described in example 103, but starting with 2- 
methoxybenzoic acid (61 mg, 0.40 mmol) yielded the title compound (134 mg, 70 % 
yield) as a white solid : 

'H-NMR (DMSO d6) : 9.71 (s, IH), 9.48 (s. IH), 8.42 (s, IH), 7.84 (s, IH), 7.74 (d, 
2H, J = 8 Hz), 7.72 (d, 2H, J = 8 Hz), 7.68 (d, IH, J = 7 Hz), 7.52 (t, IH. J = 7 Hz), 
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7.18 (d, IH. J = 7 Hz). 7.15 (s. IH). 7.08 (t, IH. J = 7 Hz), 4.20 (t. 2H, J = 7 Hz), 3.97 
(s, 3H). 3.92 (s. 3H). 3.60 (m. 4H). 2.46 (t, 2H, J = 7 Hz). 2.38 (m, 4H), 1.95 (m. 2H) : 
MS (+ve EST) : 544 (M+H)\ 

Example 130 - Preparation of Comnound No. 130 in Table 4 
5 An analogous reaction to that described in example 103, but starting with 3- 

nitrobenzoic acid (67 mg, 0.40 mmol) yielded the tide compound (153 mg. 78 % yield) 
as a white solid : 
HPLC / LCMS (R1) : 3.31 min : 
MS (+VC ESr) ; 559 (M+H)*. 

EMMPle 131 - Prenarafi on of Compound No. 131 jp Tabic 4 

•An analogous reaction to that described in example 103, but starting with 4- 
nitrobenzoic acid (67 mg, 0.40 mmol) yielded the tide compound (95 mg, 49 % yield) 
as a white solid: 

'H.NMR(DMSOd6):9.71 (s, lH),9.50(s. IH),8.45(s, 1H),8.41 (d, 2H, J = 8 Hz), 
15 8^2(d,2H,J = 8Hz).7.83(s, IH), 7.80 (bs,4H). 7.17 (s. lH),4.20(t,2H, J = 7Hz). 
3.96 (s, 3H), 3.59 (m. 4H), 2.46 (t. 2H, J = 7 Hz). 2.38 (m, 4H), 1 .95 (m. 2H) : 
MS (+ve ESI) : 559 (M+H)*. 

Example 132 - Preparation o f Compound No. 132 in Tahk d 

An analogous reaction to that described in example 103, but starting with 
20 cyclohexane-cartwxylic acid (51 mg. 0.40 mmol) yielded die title compound (102 mg, 
56 % yield) as a vAiite solid : 

'H-NMR (DMSO dj) : 9.79 (s, IH), 9.42 (s. IH), 8.40 (s. IH), 7.82 (s. IH). 7.68 (d, 
2H, J = 8 Hz), 7.62 (d. 2H, J = 8 Hz), 7.15 (s. IH), 4.18 (t, 2H, J = 7 Hz), 3.95 (s. 3H). 
3.58 (m. 4H). 2.69 (m, IH), 2.46<t, 2H. J= 7Hz)i 2.38 (m. 41^. 1.95 (t, 2ft J = 7 Hz). 
25 1.80 (m. 4H). 1.65 (m. IH). 1.42 (m, 2H). 1.15-1.33 (m. 3H) : 
MS (+ve ESI) : 520 (M+H)*. 

Example 133 - Pri joaration of Compound No. 133 in Table 4 

An analogous reaction to that described in example 103, but starting witii 4- 
nitropyiTOle-2-cari)oxyIic acid (62 mg. 0.40 mmol) yielded the tide compound (97 mg, 
30 5 1 % yield) as a white solid : 
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•H-NMR (DMSO d6) : 9.51 (s, IH). 8.44 (s. IH), 7.99 (s, IH). 7.83 (s, IH), 7.75 (m. 
5H), 7.71 (s, IH). 7.17 (s, IH), 4.18 (t, 2H. J = 7 Hz), 3.95 (s. 3H). 3.58 (m. 4H), 2.46 
(t. 2H, J = 7 Hz). 2.38 (m, 4H). 1.95 (m. 2H) : 
MS (+ve ESI) : 548 (M+H)*. 

Example 134 - P reparation of Compound No. 134 in Tahli» i 

An analogous reaction to that described in example 103, tnit starting with 4- 
methyl-3-nitro-ben2oic acid (72 mg. 0.40 mmol) yielded the tide compound (162 mg, 
SI % yield) as a white solid : 

'H-NMR (DMSO d«) : 8.59 (s, IH), 8.41 (s. IH). 8.21 (d. IH), 7.82 (s. IH), 7.79 (bs, 
4H). 7.63 (d. IH). 7.15 (s, IH). 4.19(t. 3H). 3.95 (s, 3H). 3.60 (m. 4H), 2.59 (s, 3H), 
2.43-2.33 (m, 6H). 1.85 (m, 2H) : 
MS (+ve ESI) : 573 (M+H)*. 

Example 135 - PrgparaH on of Comnnund No. 13S in Tabic 4 

An analogous reaction to that described in example 103. but starting with 4- 
fluoro-3-nitro.ben2oic acid (74 mg. 0.40 mmol) yielded the tiUe compound (96 mg, 48 
% yield) as a white solid : 

'H-NMR (DMSO d^) : 9.52 (s. IH). 8.79 (d, IH. J = 7 Hz). 8.43 (s. IH), 8.40 (m, IH). 
7.85 (s. IH). 7.78 (m. 5H). 7.18 (s. IH), 4.18 (t. 2H. J = 7 Hz). 3.95 (s. 3H), 3.58 (m. ' 
4H), 2.46 (t. 2H. J = 7 Hz). 2.38 (m. 4H). 1.95 (m. 2H) ; 
20 MS (+ve ESI) : 577 (M+H)*. 

Example n<; - Preparation of Compound No. 136 in Tahto d 

An analogous reaction to that described in example 103. but starting with 
thiophene-3-acetic add (57 mg, 0.40 mmol) yielded the title compound (148 mg, 79 % 
yield) as a v<^te solid: 
2S 'H-NMR (DMSO d«) : 9.42 (s. IH). 8.40 (s. IH). 7.83 (s. IH). 7.68 (d, 2H. J = 8 Hz). 
7.60 (d, 2H, J = 8 Hz), 7.50 (m, IH). 7.33 (d. IH, J = 2 Hz). 7.15 (s. IH). 7.1 1 (d, IH, J 
- 5 Hz). 4.18 (t. 2H. J = 7 Hz). 3.95 (s, 3H). 3.58 (m. 4H). 2.46 (t. 2H. J = 7 Hz). 2.38 
(ni.4H), 1.95(m,2H): 
MS (+ve ESI) : 534 (M+H)*. 
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EMMple 137 - Prepfl ration of rompound Nn. 137 in Table 4 

An analogous reaction to that described in example 103. but starting with 3- 
chlorobenzothiophene-2-carboxyIic acid (85 mg, 0.40 mmol) yielded the title 
compound (1 89 mg, 89 % yield) as a white solid : 

'H-NMR (DMSO d,) : 9.52 (s. IH), 8.44 (s, IH). 8.19(m. IH). 7.95 (m, IH). 7.84 (s. 

IH). 7.81 (d. 2H. J = 8 Hz). 7.75 (d, 2H. J = 8 Hz\ 7.63 (m. 2H), 7.19 (s. IH). 4.18 (U 
2H. J - 7 Hz). 3.95 (s. 3H). 3.58 (m. 4H). 2.46 (t. 2H, J = 7 Hz). 2.38 (m. 4H). 1.95 (m 
2H): 

MS (+ve EST) : 603 (M+H)*. 

Example 138 - PrenaraHon of Compn und No. 13« in tahl^ d 

An analogousieaction to that described in example 103. but starting with 5- 
chloio indole.2^arboxylic add (78 mg. 0.40 mmol) yielded the title compound (167 
mg, 81 % yield) as a white solid : 

•H-NMR (DMSO d,) : 9.52 (s. IH). 8.44 (s. IH). 7.95 (m, IH). 7.84 (s. IH). 7.81 (d. 
2H. J = 8 Hz). 7.76 (d, 2H. J = 8 Hz). 7.49 (d. IH, J = 7 Hz), 7.42 (s. IH), 7.24 (d. IH. 
J= 7 Hz). 7.19 (s, IH). 4.18 (t, 2H, J = 7 Hz). 3.95 (s. 3H). 3.58 (m. 4H). 2.46 (t. 2H. J 
= 7 Hz). 2.38 (m, 4H), 1 .95 (m. 2H) : 
MS (+ve ESI) : 587 (M+H)*. 

Example 139 - Preparati on of Comnnund No. 13Q in Table 4 

An analogous reaction to that described in example 103, but starttiig with 1- 
piperidine propanoic add (63 mg. 0.40 mmol) yielded the titfe compound (68 mg. 35 % 
yield) as a white solid: 

'H-NMR (DMSO dfi) : 9.71 (s. IH), 9.42 (s. IH). 8.40 (s. IH), 7.82 (s. IH), 7.68 (d. 
2H, J - 8 Hz), 7.62 (d,2H, J = 8 Hz). 7.15 (s. IH), 4.18 (t. 2H, J = 7 Hz), 3.95 (s. 3H). 

3.58 (m.4H).2.60(m,4H).2.46(ni.4H). 2.38 (m.4H). 1.95(t.2H, J = 7Hz), 1.51 (m. 
4H),1.40(m.2H): 

MS (+ye ESO : 549 (M+H)*. 

Example 140 - Prenflrarin n of Comnound No. 140 in TuMa 4 

An analogous reaction to that described in example 103. but starting with 3,4- 
methylenedioxybenzoic add (66 mg. 0.40 mmol) yidded die tide compound (1 19 mg. 
61 % yield) as a white solid : 
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HPLC / LCMS (RT) : 3.21 min : 
MS (+ve ESI) : 558 (M+H)*. 

EMmole 141 - Prenarati on of Comnnund No. Ul in Tabled 

An analogous reaction to that described in example 103, but starting with 3- 
bulynoic acid (39 mg, 0.40 ramol) yielded the tiUe compound (1 19 mg, 69 % yield) as 
white solid : 

HPLC / LCMS (RT) : 2.82 min : 
MS (+ve ESI) : 490 (M+H)*. 

EMmple 142 - Prenarat ion of Comnnnnd No. 142 in TnMo a 

An analogous reaction to that described in example 103, but starting with 3- 
cyanobenzoic acid (59 mg. 0.40 nunol) yielded the tide compound (156 mg. 83 % 
yield) as a white solid: 
HPLC /LCMS (RT) : 3.18 min : 
MS (+ve ESI) : 539 (M+H)*. 

EMmple 143 - Prepara tion of Compound No. 143 in Tahle 4 

An analogous reaction to that described in example 103. but starting with N- 
acetyl 3-aminoprDpanoic acid (52 mg. 0.40 mmol) yielded the title compound (55 mg. 
30 % yield) as a white solid : 

'H-NMR (DMSO d,) : 9.95 (s. IH), 9.42 (s. IH), 8.40 (s. IH). 7.95 (m. IH), 7.82 (s. 
IH). 7.68 (d. 2H. J - 8 Hz). 7.61 (d. 2H. J - 8 Hz). 7.15 (s. IH). 4.18 (t. 2H. J - 7 Hz). 
3.95 (s. 3H). 3.58 (m. AH), 2.46 (m. 6H), 2.38 (m, 4H). 1.95 (m, 2H). 1.80 (s, 3H) : 
MS (+ve ESI) : 523 (M+H)*. 

Example 144 - Prenararinn of ComiiniiH d No. 144 in T«hl«> d 

An analogous reaction to that described in example 103. but starting with 4- 
(trifluoiomethyl>benzoic acid (76 mg. 0.40 mmol) yielded the tide compound (153 
mg, 75 % yield) as a white solid : 

'H-NMR (DMSO d,): 9.50 (s. lH).8.45(s. IH).8.18(2H.d.J = 7H2).7.93(2H,d.J 
= 7 Hz). 7.84 (s, IH). 7.80 (m. 4H). 7.18 (s. IH). 4.18 (t. 2H, J = 7 Hz). 3.95 (s. 3H). 
3.58 (m. 4H). 2.46 (t, 2H. J = 7 Hz). 2.38 (m. 4H), 1.95 (m. 2H) : 
MS (+vc EST) : 582 (M+H)\ 
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Example 14S - Prepararion of Compound No. 145 in Tahia d 

An analogous reaction to that described in example 103, but starting with 3- 
chloro-4-fluoio-benzoic acid (70 mg, 0.40 mmol) yielded the tiUe compound (98 mg, 
49 % yield) as a white solid : 
5 'H-NMR (DMSO d«) : 9.50 (s, IH), 8.44 (s, IH), 8.22 (m. IH). 8.02 (m, IH). 7.85 (s, 
IH). 7.78 (m, 4H). 7.61 (t. IH. J = 7 Hz). 7.17 (s. IH). 4.18 (t, 2H, J = 7 Hz). 3.95 (s. 
3H), 3.58 (m. 4H). 2.46 (t. 2H, J = 7 Hz). 2.38 (m. 4H), 1.95 (m. 2H) : 
MS (+ve ESI) : 566 (M+H)*. 

Example 146 - Preparation of Comnonnd No. 146 in Table d 
10 An analogous reaction to that described in example 103, but starting with 4- 

fluoio-3-(trifluoromcthyl)benzoic acid (83 mg, 0.40 mmol) yielded the tide compound 

(1 88 mg. 89 % yield) as a white solid : 

HPLC / LCMS (RT) : 3.85 min : 

MS (-ve EST) ; 598 (M-H)*. 
•5 Example 147 - Prepa ration of Compound No. 147 in Table 4 

An analogous reaction to that described in example 103, but starting with 4- 

fluorobenzoic acid (56 mg, 0.40 mmol) yielded the title compound (146 mg, 78 % 
yield) as a white solid : 

'H-NMR (DMSO d«) : 9.52 (s. IH). 8.43 (s. IH). 8.03 (d. 2H. J = 8 Hz), 7.85 (s. IH), 
20 7.77 (m. 4H). 7.38 (t, 2H. J = 8 Hz), 7.18 (s, IH). 4.18 (t. 2H. J = 7 Hz). 3.95 (s, 3H). 
3.58 (m. 4H). 2.46 (t, 2H. J = 7 Hz), 2.38 (m, 4H), 1.95 (m. 2H) : 
MS (+ve ESI) : 532 (M+H)*. 

Example 148 - f rg paratioa of Compound No. 148 in Tahl«> 4 

An analogous reaction to that described in example 103, but starting with 5- 
25 bromo thiophene-2-carboxyIic acid (83 mg. 0.40 mmol) yielded the title compound 
(203 mg, 97 % yield) as a white solid : 

'H-NMR (DMSO d*) : 9.52 (s, IH), 8.43 (s. 1 H), 7.89 (d. IH. J = 5 Hz). 7.85 (s. IH). 
7.79 (d. 2H. J = 8 Hz). 7.71 (d. 2H. J = 8 Hz). 7.38 (d. 2H. J = 1 Hz). 7. 1 8 (s. 1 H). 4. 1 8 
(t, 2H. J = 7 Hz). 3.95 (s. 3H). 3.58 (m. 4H), 2.46 (t. 2H, J = 7 Hz), 2.38 (m, 4H). 1.95 
30 (m. 2H) : 

MS (+ve ESI) : 600 (M+H)*. 
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E»amDle 149 - P reparafion of Compound No. 149 in Tahig 4 

An analogous reaction to that described in example 128, but starting with 4- 
methoxybenzoic acid (61 mg, 0.40 ininol) yielded the title compound (143 mg, 75 % 
5 yield) as a white solid : 

'H-NMR(DMSOd«):9.71 (s. lH),9.46(s, lH),8.43(s, lH),7.98(d, 1H,J = 8H2), 
7.85 (s. IH). 7.78 (d. 2H. J = 8 Hz). 7.71 (d. 2H, J= 8 Hz), 7.18 (s, IH). 7.08 (d, 2H. J 
= 8 Hz), 4.18 (t, 2H. J = 7 Hz). 3.95 (s. 3H), 3.85 (s. 3H), 3.58 (m. 4H). 2.46 (t. 2H. J - 
7 Hz), 2.38 (m, 4H). 1.95 (m. 2H) : 
10 MS (+ve ESI) : 544 (M+H)*. 

Example ISO - Prcparatinn n f Compound No. ISO in Tahlft d 

An analogous reaction to that described in example 103, but starting with 6- 
methylnicotinic acid (55 mg, 0.40 mmol) yielded the tiUe compound (104 mg, 56 % 
yield) as a vAdtis solid : 

15 'H.NMR(DMSOd6):9.71 (s. lH).9.50(s, lH).9.02(d, IH. J = 2 Hz). 8.45 (s. IH), 
8.23 (dd, IH. J = 2, 7 Hz), 7.85 (s, IH). 7.77 (s. 4H). 7.42 (d. IH. J = 8 Hz), 7.18 (s. 
IH). 4.1 8 (t. 2H. J = 7 Hz). 3.95 (s, 3H). 3.58 (m. 4H), 2.57 (s, 3H), 2.46 (t, 2H, J = 7 
Hz), 2.38 (m. 4H). 1 .95 (t. 2H. J = 7 Hz) : 
MS (+ve ESI) : 529 (M+H)*. 
20 Example ISl - Prepara tion of Compound No. 151 in Table 4 

An analogous reaction to that described in example 103, but starting with 5- 
nilro-2-fuioic acid (63 mg, 0.40 mmol) yielded the title compound (158 mg, 83 % 
yield) as a wiiite solid : 
HPLC /LCMS 0«) : 3,iamitt : 
25 MS (-ve ESI) : 548 (M-H)'. 

Example 1S2 - Preparafion of Compound No. 1S2 in Table 4 

An analogous reaction to that described in example 1 03, but starting with 2- 
nitrobenzoic acid (67 mg, 0.40 mmol) yielded the tiUe compound (166 mg, 85 % yield) 
as a white solid : 
30 Iff LC / LCMS (RT) : 3.08 min : 
MS(+veESI):559(M+H)*. 
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Example 153 - Preparation of Compound No. 153 in Table 4 

An analogous reaction to that described in example 103, but starting with 3- 
chlorocinnamic acid (73 m& 0.40 mmol) yielded the title compound (81 mg, 41 % 
5 yield) as a white solid : 

HPLC / LCMS (RT) : 3.87 min : 
MS (+VC ESI) : 574 (M+H)*. 

Example 154 - Preparation of Compound No, 154 in Tahlg 4 

An analogous reaction to that described in example 103, but starting with 
10 thiophene-2-carboxylic acid (51 mg, 0.40 nunol) yielded the title compound (121 mg, 
66 % yield) as a white solid : 
' HPLC /LCMS (RT): 3.14 min; 
MS (+ve ESI) : 520 (M+H)*. 

Example 155 - Preparation of Compound No, 155 in Table 4 
15 An analogous reaction to that described in example 103, but starting with 

cyclopropane carboxyltc acid (34 mg, 0.40 mmol) yielded the title compound (147 mg, 

88 % yield) as a white solid : 

HPLC / LCMS (RT) : 2.82 min : 

MS (+ve ESI) : 478 (M+H)*. 
20 Example 156 - Preparation of Compound No, 156 in Table 4 

An analogous reaction to that described in example 103, but starting with 3- 

toluic acid (54 mg, 0.40 mmol) yielded the title compound (71 mg, 39 % yield) as a 

white solid : 

■H-NMR(DMSOd6) :9.71 (s, lH), 9.42(s, liQ, 8.40 (s, lH)i7.85(s, IH), 7.73-7.83 
25 (m, 6H), 7.43 (m. 2H), 7.17 (s, IH). 4,20 (t, 2H, J = 7 Hz), 3.95 (s, 3H), 3.58 (m, 4H), 
2.46 (t, 2H, J = 7 Hz), 2.40 (s, 3H), 2.36 (m, 4H), 1.95 (t, 2H, J = 7 Hz) : 
MS (+ve ESI) : 528 (M+H)*. 

Example 157 - P reparation of Compound No, 157 in Table 4 

An analogous reaction to that described in example 103, but starting with 2- 
30 chlorobenzoic acid (63 mg, 0.40 mmol> yielded the titie compound (134 mg, 70 % 
yield) as a white solid : 
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'H-NMR (DMSO d«) : 9.71 (s. IH). 9.49 (s, IH), 8.42 (s, IH). 7.86 (s. IH). 7.73 (m. 
4H), 7.44-7.62 (m. 4H). 7.17 (s. IH). 4. 18 (t, 2H. J = 7 Hz). 3.95 (s, 3H), 3.58 (m. 4H), 
2.46 (t, 2H, J = 7 Hz), 2.38 (m. 4H), 1.95 (t. 2H, J - 7 Hz) : 
MS (+ve EST) : 548 (M+H)\ 
^ Example 158 - Prenaratin n of Compnimd No. 1S8 fn Tahl«>4 

An analogous reaction to that described in example 103. but starting witii 2- 
fluorobenzoic acid (56 mg, 0.40 mmol) yielded the tiUe compound (138 mg, 74 % 
yield) as a vdute solid: 
HPLC / LCMS (RT) : 3.21 min : 
10 MS (+ve ESI) : 532 (M+H)*. 

Example Preparation o f Compound No. 159 in Tahl>4 

An analogous reaction to that described in example 1 03. but starting with 2.5- 
dichlorobenzoic acid (76 mg, 0.40 mmol) yielded the title compound (191 mg, 94 % 
yield) as a w4ute solid: 
15 HPLC / LCMS (RT) : 3.57 min : 
MS (+ve ESI) : 582 (M+H)*. 

Example 160 - Preparation nf Compound No. 160 in TahlA A 

An analogous reaction to that described in example 103, but starting vnth 3- 
fluorobenzoic acid (56 mg. 0.40 mmol) yielded tiie tide compound (154 mg, 83 % 
20 yield) as a white solid : 

HPLC / LCMS (RT) : 3.31 min : 
MS (+VC ESI) : 532 (M+H)*. 

Example 161 - Pre paration of Compound No. 161 in Tahie d 

An analogous reaction to tfiat described in example 103, but starting witii 6- 
25 chloronicotinic acid (63 mg. 0.40 mmol) yielded die tide compound (70 mg. 36 % 
yield) as a white solid: 

'H-NMR (DMSO d«) : 9.71 (s. IH). 9.50 (s. IH), 8.94 (d. IH. J = 2 Hz), 8.43 (s. IH), 
8.38 (dd, IH. J = 2, 7 Hz). 7.84 (s. IH). 7.80 (s. 4H). 7.72 (m. IH). 7.17 (s. IH). 4.18 (t, 
2H, J = 7 Hz), 3.95 (s. 3H). 3.58 (m. 4H). 2.46 (t. 2H. J = 7 Hz), 2.38 (m. 4H). 1.95 (t. 
30 2H.J = 7Hz): 

MS (+ve ESQ : 549 (M+H)*. 
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Example 162 - Pre parariop of Compound No. 162 in Table 4 

An analogous reaction to that described in example 103, but starting with 5- 
bromo-2-fiiroic acid (76 mg, 0.40 mmol) yielded the title compound (192 mg, 94 % 
yield) as a white solid : 

'H-NMR (DMSO d^) : 9.50 (s. IH). 8.42 (s. IH). 7.84 (s, IH), 7.74 (m, 4H), 7.38 (d. 
IH. J = 5 Hz), 7.15 (s. IH). 6.83 (d, IH. J = 5 Hz), 4.18 (t. 2H. J = 7 Hz). 3.95 (s. 3H). 
3.58 (m, 4H), 2.46 (t. 2H, J = 7 Hz), 2.38 (m. 4H). 1.95 (m. 2H) : 
MS (+ve EST) : 584 (M+H)*. 

Example 163 - Prenara tion of Compouad No. 163 in Table 4 

An analogous reaction to that described in example 1 03, but starting with 2- 
methyJ-3-nitro-benzoic acid (72 mg. 0.40 mmol) yielded the tide compound (141 mg, 
71 % yield) as a white solid : 
HPLC / LCMS (R-0 : 3.32 min : 
MS (+ve ESI) : 573 (M+H)*. 

Example 164 - Prepa ration of Compound No. 164 in Table 4 

An analogous reaction to that described in example 103, but starting with 3- 
chlorobenzoic acid (63 mg. 0.40 mmol) yielded the tiUe compound (46 mg, 24 % yield) 
as a white solid : 

'H-NMR (DMSO d,) : 9.50 (s, IH), 8.44 (s, IH), 8.04 (s, IH), 7.94 (d, IH, J = 7 Hz), 
7.86 (s. IH). 7.78 (m. 4H), 7.62 (d. IH. J - 7 Hz), 7.58 (t, IH, J = 7 Hz). 7.15 (s. IH), 
4.18 (t, 2H, J = 7 Hz), 3.95 (s. 3H). 3.58 (m. 4H). 2.46 (t, 2H, J = 7 Hz). 2.38 (m. 4H), 
1.95(t,2H,J = 7Hz): 
MS (+ve ESI) : 548 (M+H)*. 

Example 165 - Prepara tion of Compound No. I6S fa Table S 

An analogous reaction to that described in example I , but starting with 4- 
chlon>-6-methoxy-7-(2,2,2-trinuoroethoxy)quinazoline (400 mg. 1.37 mmol) and N- 
benzoyl 4.aminoaniline (290 mg. 1 .37 mmol) in isopropanol (100 ml), yielded the tide 
compound (553 mg. 86 % yield) as an oflf-white solid ; 

'H-NMR (DMSO d«) : 10.62 (s. IH). 10.29 (s. IH). 8.65 (s, IH). 8.05 (s. IH). 7.90 (d. 
2H). 7.81 (d. 2H). 7.60 (d, 2H). 7.51 (m. 3H). 7.32 (s, IH), 5.0 (dd, 2H), 3.95 (s, 3H) : 
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MS(-veES0 : 467(M-H)\ 
MS (+veESO : 469 (M+H)*. 

4-Chloro-6-inethoxy-7-(2^^-trifluoroethoxy)quinazoline, used as starting material was 
obtained as follows : 

a) Potassium carbonate (62.2 g, 450 mmol) was added to a solution of ethyl 
vaniUate (58.9 g, 300 mmol) in dimethytformamide (400 ml) and the reaction heated to 
120 "C. 2^>TrifIuoroethyl methanesulphonate (63.4 g, 360 mmol) was added over 15 
minutes and die reaction heated at 120 "C for 15 hours. The reaction was cooled to 
ambient temperatuie, diethyl ether (400 ml) was added and the reaction was filtered. 
The filtrate was evaporated in vacuo and tiie residue was taken up in a mixture of 
dietfiyl eUier (375 ml) and isohexane(375 ml). The organic layer was concentrated in 
vacuo to a total volume of 250 ml and the solid which crystallised out was collected by 
suctioh filtration. Drying of the solid in vacuo yielded etiiyl 4-(2,2,2-trifluoroetiioxy)-3- 
metfioxybenzoate (43.0 g, 52 % yield) as a white crystalline solid : 
'H-NMR (DMSO <k) : 7.57 (dd, IH. J = 2, 8 Hz), 7.49 (d, IH, J = 2 Hz), 7.18 (d, IH. J 
=• 8 Hz), 5.81 (q, 2H, J = 7 Hz). 5.29 (q, 2H, J = 7 Hz), 3.82 (s, 3H). 1.30 (t, 3H, J= 7 
Hz): 

MS (+ve ESI) : 279 (M+H)*. 

b) Concentrated sulphuric acid (64 ml) and concentrated nitric acid (10.0 ml, 
0.152 mol) were added cautiously, over 1 hour, to a two-phase system containing a 
stilted solution of ethyl 4-(2,2,2-trifluoroetfioxy)-3-metiioxyben2oate (35.3 g, 0.127 
moO in dichlorometiiane (340 ml), acetic acid (173 ml) and water (40 ml) at 5 "C. The 
reaction was allowed to warm to ambient temperature over 60 hours (witii vigorous 
mechanical stirring), tfie aqueous phase was separated, and the organic phase washed 
witii water (6 x 250 ml). The organic phase was concentrated to a total volume of -200 
ml, isohexane (1 50 ml) was added and the solid which precipitated out was collected 
by suction filtration. Drying of die solid in vacuo yielded etfiyl 3-methoxy-4-(2A2- 
trifluoroetiioxy).6-nitroben2oate (21.7 g, 52 % yield) as a yellow solid. The motfier 
liquors contained a mixture of product (28 %) and starting material (72 %) which was 
recycled in a latter reaction : 



"^OOmtSSS PCT/GB00/a3S80 

130 

•H-NMR (DMSO d6) : 7.80 (s. IH). 7,42 (s, 1 H), 4.90 (q, 2H, J = 7 Hz). 4.20-4.35 (m, 
2H), 4.00 (s, 3H). 1.32 (t. 3H. J = 7 Hz) : 
MS (+ve ESI) : 324 (M+H)*. 

c) A suspension of ethyl 3-methoxy-4.(2 A2-trifluoiDethoxy)^iutroben2oate 

5 (24.0 g, 74.3 mmol) and iO % palladium on caibon (3.0 g) in a mixture of ethanol (100 
ml) and ethyl acetate (750 ml) was stirred under an atmosphere of hydrogen for 18 
hours. Removal of the catalyst by filtration, followed by solvent evaporation in vacuo 
yielded ethyl 3Mnethoxy-4.(2.2,2-trifluoroethoxy)-6^inobenzoate (20.2 g, 93 % 
yield) as a pale brown solid : 

10 "H-NMR (DMSO d*) : 7.20 (s, IH), 6.45 (s, IH). 6.40 (s, 2H), 5.70 (q, 2H, J = 7 Hz), 
4.20 (q, 2H. J = 7 Hz), 3.65 (s. 3H), 1 J2 (t, 3H, J = 7 Hz) : 
MS(-veESI):292(M-H)\ 
MS (+ve ESI) : 294 (M+H)*. 

d) A mixture of ethyl 2-amino-4-(2,2,2-trifluoroethoxy>5-methoxybenzoate (20.2 
15 g, 69.1 mmol) and fomiamide (50 ml) was heated at 175 °C for 6 hours. The mixture 

was allowed to cool to ambient temperature, ethanol (150 ml) was added and the 
reaction allowed to stand for 1 8 hours. Collection of the solid which had precipitated 
by suction filtration, followed by washing with ethanol (2 x 50 ml) and drying in 
vacuo, yielded 6-methoxy-7-(2,2,2-trifluoroethoxy>3.4slihydroquinazolin-4-one (15.8 

20 g, 84 % yield) as a pale brown crystalline solid : 

'H-NMR (DMSO d«) : 12.10 (s, IH), 8.00 (s, IH). 7.51 (s. IH). 7.30 (s, IH), 4.90 (q, 
2H,J = 7Hz),3.90(s.3H): 
MS (-ve ESI) : 273 (M-H)", 
MS (+VC ESI) : 275 (M+H)^ 

25 e) Dimethylfonnamide (0.1 ml) was added dropwise to a solution of 6-medioxy- 
7-(2,2,2-trifluoroethoxy)-3,4-dihydroquinazoIin-4-one (15.8 g. 57.7 mmol) in thionyl 
chloride (200 ml) and the reaction was heated at reflux for 6 hours. The reaction was 
cooled, excess thionyl chloride was removed in vacuo and the residue was azeotroped 
with toluene (2 x 50 ml) to remove the last of the thionyl chloride. The residue was 
30 taken up in dichloromethane (550 ml), the solution was washed with saturated aqueous 
sodium hydrogen carbonate solution (2 x 250 ml) and the organic phase was dried over 
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magnesium sulphate. Solvent evaporation in vacuo yielded 4-chlon>-6-methoxy-7- 
(2,2,2-trifluoroethoxy)quinazoline (1 6.3 g, 97 % yield) as a cream solid : 
'H-NMR (DMSO dfi) : 8.95 (s. IH). 7.65 (s. IH). 7.25 (s, IH). 5.05 (q. 2H. J = 7 Hz), 
4.00 (s, 3H) : 

MS (+ye ESI) : 293, 295 (M+H)*. 

Example 166 - Prep aration off Compound No. 166 in Table *i 

An analogous reaction to that described in example 103, but starting with 4-(4. 
aminoanilino>6-mcthoxy-7-(2,2,2-trifluoroethoxy)quina2oline (91 mg, 0.25 mmol), 
and 2-chloro-3-nitroben2oic acid (54 mg, 0.27 mmol), yielded the tide compound (82 
mg, 60 % yield) as a yellow solid : 

'H-NMR (DMSO d«) : 10.69 (s, IH). 9.61 (s, IH), 8.42 (m, 2H). 8.35 (dd, IH), 7.90 
(m, 2H), 7.75 (dd, 4H), 7.40 (s, IH). 4.95 (q, 2H), 4.00 (s, 3H) : 
MS (-ve EST) : 546, 548 (M-H)'. 
MS (+ve ESI) : 548, 550 (M+H)*. 

4<4-Aminoanilino)-6-mcthoxy-7-(2,2,2-trifluoroethoxy)quinazoline, used as the 
starting material was obtained as follows : 

a) A solution of 4-chloro-6-methoxy-7-(2,2,2-trifluoroethoxy)quinazoline (4.50 g, 
15.4 mmol) and N-(t.butoxycarbonyl)-l,4-phenyIenediamine (3.21 g, 15.4 mmol) in 
isopropanol (150 ml) was heated at reflux for 3.5 hours before the reaction was allowed 
to cool to ambient temperature and the reaction was poured into dietiiyl ether (200 ml). 
Collection of die precipitated solid by suction filtration and drying in wci/o yielded of 

4-(4.(N.Boc-amino)anilino)-6-methoxy-7-(3-morpholinopropoxy)quinazoline 

dihydrochloride (7.50 g, 76 % yield) as a pale yellow solid : 

'H-NMR (DMSO d«) : 1 1.1 1 (s, IH). 9.45 (s, IH), 8.76 (s, IH). 8.20 (s, IH), 7.55 (s, 

4H), 7.35 (s. IH), 5.1 1 (q, 2H). 4.00 (s, 3H), 1.50 (s, 9H) : 

MS (-ve ESI) : 463 (M-H)*, 

MS (+vc ESI) : 465 (M+H)*. 

b) Trifluoroacctic acid (20.0 ml, 260 mmol) was added to a suspension of 4-(4-(N. 
Boo-amino)anilino).6-methoxy.7-(2,2>tiifluoroetiioxy)quinazoline (7.50 g, 1 1.7 
mmol) in dichloromethane (80 ml) and the reaction stirred for 45 minutes at ambient 
temperature. The solvents were removed in vacuo, the residue was suspended in water 
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(SO ml) and saturated aqueous sodium bicarbonate solution was added The aqueous 
phase was extracted with ethyl acetate (3 x 100 ml) and the combined organic layers 
were washed with brine (100 ml) and evaporated in vacuo. Drying of the solid in vacuo 
yielded 4-(4*aminoanilino)-6-methoxy-7-(3-morpholinopix>poxy)quinazoline (5,62 g, 
5 1 00 % yield) as a yellow solid : 

'H-NMR (DMSO d6) : 9.30 (s, IH), 8.35 (s, IH), 7.85 (s, IH). 7.20.7.35 (m, 3H), 6.62 
(d, 2H), 5.20 (s, 2H), 4.85-5.00 (m, 2H), 3.91 (s, 3H) : 
MS (-VC ESI) : 363 (M-H)", 
MS (+ve ESI) : 365 (M+H)*. 

10 Eiamplc 167 - Preparation of Compouiid No> 167 in Table S 

An analogous reaction to that described in example 103, but starting with 4-(4* 
aminoaniiino)-6-methoxy-7*(2,2^-trifluoroethoxy)quinazoline (163 mg, 0.45 mmol) 
and qrclopentanecarboxylic acid (57 mg, 0.50 mmolX yielded the tide compound (56 
mg, 25 % yield) as an ofif-whtte solid : 

15 HPLC/LCMS (RT) : 2.25 min : 
MS (+ve ESI) : 461 (M+H)^ 

Example 168 - Preparation of Compound No. 168 in Table S 

An analogous reaction to that described in example 103, but starting with 
cyclohexylacetic acid (71 mg, 0,50 mraol), yielded the title compound (65 mg, 27 % 
20 yield) as an off-white solid : 

'H-NMR (DMSO d6) : 9.81 (s, IH), 9.48 (s. IH), 8,41 (s. IH), 7.89 (s, IH), 7.55-7.68 
(m, 4H), 7,34 (s, IH), 4.94 (q, 2H). 3.97 (s. 3H). 2.57 (d, 2H), 0.80-1.85 (m, I IH) : 
MS (+ve EST): 489 (M+H)*. 

Example 169 - Preparation of Compound No> 169 in Table S 

25 An analogous reaction to that described in example 103, but starting with 4- 

methoxy-3-nitro-benzoic acid (99 mg, O.SO nunol)» yielded the title compound (65 mg, 
24 % yield) as a white solid : 

^H-NMR (DMSO de) : 10.34 (s, IH), 9.54 (s, IH), 8.53 (d, IH), 8.45 (s, IH), 8.30 (dd, 
IH), 8.27 (s, IH), 7.91 (s, 4H), 7.52 (d, IH), 7.36 (s, IH), 4.95 (q. 2H), 4.01 (s, 3H), 
30 3,98 (s. 3H) : 

MS (+ve ESI) : 544 (M+H)*. 
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Example 170 - Preparafi oii of Comnound No. 17(1 in Ti.M.> ^ 

An analogous reaction to that described in example 103, but starting with 
octanoic acid (72 mg. 0 JO mmol), yielded the tide compound (104 mg. 43 % yield) as 
an off-white solid : 

'H-NMR (DMSO d*) : 9.82 (s. IH). 9.48 (s. IH). 8.41 (s. IH), 7.89 (s. IH). 7.52-7.68 
(m. 4H). 7.34 (s. IH), 4.94 (q, 2H). 3.97 (s. 3H), 2.29 (t. 2H), 1.50-1.65 (m. 2H), 1.08- 
1.56 (m,8H), 0.86 (t,3H): 
MS (+ve ESI) : 491 (M+H)*. 

Example 171 - Preparation nf Comnouinl No. 171 inTflhi«>^g 

An analogous reaction to that described in example 103. but starting with fiiran- 
2-carboxylic acid (56 mg, 0.50 mmol), yielded the tide compound (132 mg, 58 % yield) 
as an off-white solid : 

'H-NMR (DMSO d^) :10.16 (s. IH). 9.53 (s. IH). 8.44 (s. IH). 7.92 (m. 2H), 7.69 (m. 
4H). 7.36 (s. IH), 7.32 (dd, IH), 6.69 (dd, IH), 4.95 (q, 2H). 3.98 (s. 3H) : 
MS (+ve ESI) : 459 (M+H)*. 

Example 172 - Pri.paration of r pmponnd Nn. 172 In Tahlii S 

An analogous reaction to that described In example 103. but starting with 3- 
fiiioic acid (56 mg. 0.50 mmol), yielded the tiUe compound (80 mg. 35 % yield) as an 
20 off-white solid: 

'H-NMR (DMSO d.) : 9.91 (s. IH). 9.52 (s. IH). 8.44 (s. IH). 8.36 (s. IH). 7.91 (s. 
IH), 7.78 (d. IH), 7.76-7.76 (m. 4H). 7J5 (s. IH), 6.99 (s. IH). 4.95 (q, 2H), 3.98 (s, 
3H): 

MS (+ve EST) : 459 (M+H)*. 
2S Example 173 - Prenaratinn of Comnonnit No. 173 in Tiihlo 

An analogous reaction to that described in example 1 03, but starting with 2- 

thiopheneacetic acid (71 mg, 0.50 mmol), yielded the title compound (64 mg, 26 % 

yield) as an off-white solid : 

HPLC/LCMS(RT):2.17min: 
30 MS (+ve ESI): 489 (M+H)*. 
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Example 174 - Preparation of Compound No. 174 in Table S 

An analogous reaction to that described in example 103, but starting with 
indoIe.2.carboxylic acid (80 mg, 0.50 mmol). yielded the title compound (8 mg, 3 % 
yield) as an ofT-white solid : 
5 HPLC / LCMS (RT) : 2.41 min : 
MS (+ve ESI) : 508 (M+H)*. 

Example llS - Prepararion of Comnonnd No. 17S in Tahlo. S 

An analogous reaction to that described in example 103, but starting with 

tetrahydio 2-fiiroic acid (58 mg, 0.50 mmol), yielded the title compound (71 mg, 31 % 
10 yield) as an off-white solid: 

'H-NMR(DMSOd«): 9.62(8, lH),9.49(s, lH).8.43(s, lH).7.90(s, lH).7.68(s, 

4H). 7.35 (s. IH), 4.95 (q, 2H). 4.38 (dd. IH). 3.94-4.03 (m. IH), 3.97 (s. 3H), 3.82 ' 

(dd,lH). 1.78-2.27 (m,4H): 

MS (+ve ESI) ; 463 (M+H)*. 
'5 Example 176 - Prepa ration of Compound No. 176 in Table S 

An analogous reaction to that described in example 103, but starting with 

picolinic acid (62 mg, 0.50 nunol), yielded the tide compound (28 mg, 12 % yield) as 

an off-white solid : 

'H-NMR (DMSO d^) :10.6I (s, IH). 9.55 (s, IH). 8.74 (m. IH), 8.45 (s, IH), 8.12-8.19 
20 (m, IH), 8.02-8.09 (m. IH), 7.92 (d, 2H), 7.91 (s, IH), 7.74 (d. 2H). 7.63-7.69 (m, IH), 
7.36 (s, IH), 4.95 (q, 2H), 3.99 (s, 3H) : 
MS (+ve BSD : 470 (M+H)*. 

Example 177 - Pre paration of Compound No. 177 in Tahie S 

An analogous reaction to that described in example 103, but starting widi 
25 nicotinic acid (62 mg, 0.50 mmol), yielded the title compound (14 mg, 6 % yield) as an 
off-white solid : 

'H-NMR(DMSOd«): 10.43 (s, IH).9.55(s, 1H).9.11 (d. lH).8.75(dd. lH),8.45(s, 
IH), 8.25-8.33 (m. IH), 7.92 (s, IH). 7.77 (s, 4H). 7.56 (dd, IH), 7.36 (s, IH), 4.95 (q. 
2H),3.99(s.3H): 
30 MS(+veESI):470(M+H)*. 
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Example 17 8 - Preparation of Compound No. 178 in Table S 

An analogous reaction to that described in example 103, but starting with 2,4- 
dinitrobenzoic acid (106 rag, 0.50 imnol), yielded the title compound (17 mg, 6 % 
yield) as an off-white solid : 
5 HPLC / LCMS (RT) : 2.36 min : 
MS(+veESI):559(M+H)*. 

Example 179 - Pre paration of Compound No. 179 in Table S 

An analogous reaction to that described in example 103, but starting with 2,4- 
difluorobenzoic add (79 mg, 0.50 mmol), yielded the tide compound (38 mg, 15 % 
10 yield) as an off-white solid : 

'H-NMR (DMSO d«) : 10.38 (s, IH), 9.54 (s, IH). 8.44 (s. IH). 7.91 (s. IH). 7.70-7.76 
(m. 4H), 7.40-7.45 (m. IH), 7.36(s, IH), 7.22 (m, IH), 4.91-5.00 (m. 2H); 3.98 (s. 
3H): 

MS (+ve ESI) : 505 (M+H)*. 
IS Example 180 - Prepara tion of Compoand No. 180 in Table S 

An analogous reaction to that described in example 103, but starting with 5- 
hexynoic acid (56 mg, 0.50 mmol), yielded the title compound (39 mg, 17 % yield) as 
an off-white solid : 

'H-NMR (DMSO d*) : 9.90 (s, 1 H). 9.47 (s. IH). 8.42 (s. IH), 7.89 (s, IH), 7.66 (d, 
20 2H), 7.58 (d. 2H). 7.34 (s, IH), 4.90-5.00 (m. 2H), 3.97 (s, 3H). 2.78 (m, IH), 2.40 (t. 
2H), 2.20-2.25 (m, 2H), 1.78 (m, 2H) : 
MS (+VC ESI) ; 459 (M+H)*. 

Example 181 - Pre paration of Comnound No. 181 In Tahl<> S 

An analogous reaction to that described in example 1 03, but starting witii 3- 
25 sulpholanyl acetic acid (89 mg, 0.50 mmol), yielded die tide compound (58 mg, 22 % 
yield) as an off-white solid : 
HPLC / LCMS (RT) : 1.86 min : 
MS (+ve ESI) : 525 (M+H)*. 
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EKample 182 - Preparation of Compound No. 182 in Table f; 

An analogous reaction to that described in example 1 03, but starting with 3- 
methoxy-propionic acid (52 mg. 0.50 nunol), yielded the tiUe compound (14 mg, 6 % 
yield) as an off-white solid : 
5 HPLC / LCMS (RT) : 1.84 min : 
MS(+veESI):451(M+H)*. 

Example 183 - Preoaration of romnonnd No. 183 in Tahfa ^ 

An analogous reaction to that described in example 103. but starting with 2- 
fIuoni-5-nltro-benzoic acid (92 mg, 0.50 mmol), yielded the title compound (115 mg, 
10 43 % yield) as an off-white solid : 

'H-NMR (DMSO d*) : 10.64 (s. IH). 9.56 (s. IH). 8.50-8.55 (m. IH). 8.40-8.47 (m. 
2H), 7.91 (s, IH). 7.64-7.79 (m. 5H), 7.36 (s. IH), 4.90-5.00 (m, 2H), 3.99 (s, 3H) : 
MS (+ve ESI) : 532 (M+H)*. 

Example 184 - Preparation o f Compound No. 184 in TahlA «; 

An analogous reaction to that described in example 103, but starting with 3- 
methoxy-2-nitrobenzoic acid (99 mg. 0.50 mmol). yielded the title compound (42 mg. 
16 % yield) as an off-white solid : 

'H-NMR (DMSO d,) : 10.65 (s. IH). 9.55 (s, IH). 8.45 (s, IH), 7.91 (s, IH). 7.77 (d. 
2H). 7.66 (d. 2H). 7S0 (d, IH). 7.45 (d, IH). 7.35 (s. IH). 4.90-5.00 (m. 2H) 3.98 (s. 
20 3H),3.93(s,3H): 

MS (+ve ESO ; 544 (M+H)*. 

ExaBMile I8S - Pr«>paraHoB of Compound No. US in Tah^i. < 

An analogous reaction to that described in example 103. but starting with 2- 
(methylthio)ben2oic acid (84mg, 0.50 mmol). yielded the title compound (67 mg, 26 % 
25 yield) as an off-white solid : 

•H-NMR(DMS0 d6) : 10.35 (s. IH). 9.58 (s, IH). 8.45 (s, IH), 7.93 (s. IH). 7.73 (m. 
4H). 7.50 (m.2H). 7.42 (t, lH).7.35(s. lH).7.25(t, IH).4.98(dd.2H),4.00(s.3H). 
2.45 (s. 3H) : 

MS (+ve ESI): 515 (M+H)*. 
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Example 186 - Prenargtion of r«itnp ound No. 18<> in Table S 

An analogous reaction to that described in example 103. but starting with 2- 
methylpyrazine-5<arboxy!ic acid (69 mg, 0.50 mmol), yielded the title compound (198 
mg, 82 % yield) as an oflf-white solid : 

'H-NMR (DMSO <k) : 10.64 (s. IH). 9,55 (s. IH). 9.16 (s, IH). 8.69 (s. IH). 8.45 (s. 
IH), 7.89-7.92 (n». 3H), 7,76 (d. 2H). 7.36 (s. IH). 4.90-5.00 (m, 2H) 3.98 (s. 3H), 2.63 
(s,3H): 

MS (+ve ESI) : 485 (M+H)*, 

Example 187 - Prenaratfop of pnmpft nnd Wo. lit? in TahlA g 

An analogous reaction to that described in example 103, but starting with 6- 
heplynoic acid (63 rag, 0.50 mmol), yielded the tiUe compound (29 mg, 12 % yield) as 
an off-white solid : 
HPLC / LCMS (RT) : 2.19 min : 
MS (+ve ESI) : 473 (M+H)*. 

Example 188 - Prenara <ion of Compound No. IM in Tahfg ^ 

An analogous reaction to that described in example 103, but starting with 3- 
acetoxybenzoic acid (90 mg. 0.50 mmol). yielded the title compound (39 mg, 1 5 % 
yield) as an off-white solid : 

'H-NMR (DMSO d^) : 10.23 (s. IH), 9.54 (s, IH). 8.45 (s, IH). 7.86-7.91 (m. 2H), 

7.70-7.80 (m. 5H). 7.55-7.60 (m. IH). 7.35-7.40 (m. 2H), 4.90-5.00 (m. 2H) 3.98 (s. 

3H),2.31(s,3H): 

MS (+ve EST) : 527 (M+H)*. 

Example 189 - Preparatio n of Compnnnd Wo. 189 in Tahii. «; 

An analogous reaction to that described in example 103, but starting with 1,5- 
dimethyl.lH.pyiazoIe-3.carboxylic acid (70 mg, 0.50 mmol). yielded the title 
compound (43 mg. 18 % yield) as an off-white solid : 

•H-NMR (DMSO <k) : 9.87 (s. IH), 9.51 (s, IH), 8.43 (s. IH). 7.90 (s, IH). 7.81 (d. 

2H), 7.67 (d. 2H). 7.35 (s. IH). 6.54 (s. IH). 4.90-5.00 (m. 2H). 3.98 (s, 3H). 3.83 (s, 

3H),2.30(s,3H): 

MS (+ve ESQ : 487 (M+H)*. 
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Example 190 - Preparation of Compound No> 190 in Table 6 

An analogous reaction to that described in example I , but starting with 4- 
chloro-6-acetoxy-7-methoxyquinazoIine hydrochloride (2.52 g, 8.75 mmol) jaelded the 
title compound (4.09 g, 1 00 % yield) as a white solid : 
5 'H-NMR (DMSO d^) : n .30 (s,lH), 10.40 (s,lH), 8.85 (s. IH), 8.70 (s, IH), 7.95 (d, 
2H), 7.85 (d, 2H), 7.65 (d, 2H), 7.50 (m. 3H). 7,48 (s, IH), 4.00 (s, 3H), 2,35 (s, 3H) : 
MS(-veESI):427(M-H)-, 
MS (+ve ESO : 429 (M+H)^ 

4-chloro-6-acetoxy-7-methoxyquinazoline, used as the starting material, was obtained 
10 as follows : 

a) A mixture of 6,7-dimethoxy-3,4-dihydro-quina2olin-4-one (20.0 g, 97 mmol) 
and racemic methionine (21.7 g, 146 mmol) in methanesulphonic acid (150 ml) were 
heated at 100 for 5.5 hours and then allowed to cool to ambient temperature over 
18 hours. The reaction was poured into cold water (750 ml), the pH of the aqueous 

IS solution was adjusted to pH 6 (by addition of 2.0N aqueous sodium hydroxide 

solution) and the solid which formed was collected by suction filtration. The solid was 
dried in vacuo and then dissolved in a mixture of pyridine (20 ml) and acetic anhydride 
(150 ml). The solution was heated at 100 *C for 1 hour, cooled and poured into cold 
water (1050 ml). Collection of the resultant solid by suction filtration, followed by 

20 drying in vacuo^ yielded 6-acetoxy-7*methoxy-3,4-dihydro-quinazolin-4-one (13.9 g, 
57 % yield) as a pale-brown solid : 

'H-NMR (DMSO d^) : 12.16 (s, IH). 8.05 (s, IH), 7.75 (s. IH), 3.90 (s.3H), 2.25 (s. 
3H): 

MS(.veESI):233(M-H)\ 

25 b) Dimediylformamide (0.25 ml) was added dropwise to a solution of 6-acetoxy- 
7-methoxy-3,4-dihydroquinazolin-4-one (13.8 g, 59.0 mmol) in thionyl chloride 
(ISOml) and the reaction was heated at reflux for 1 .5 hours. The reaction was cooled, 
excess thionyl chloride was removed in vacuo and the residue was azeotroped with 
toluene (2 x 50 ml) to remove the last of the thionyl chloride. Drying in vacuo yielded 

30 4-chloro-6,7-dimethoxyquinazoline hydrochloride (14.7 g, 87 % yield) as a beige solid, 
M^ch was used without further purification : 
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'H-NMR(DMS0d6): 9.00(s. IH), 8.00 (s. IH). 7.60 (s. IH). 4.00 (s.3H), 2.35 (s, 
3H): 

MS (+ve ESI) : 253 (M+H)*. 

EKamnle 191 - Prepar ation of Compound No. 191 in Table 6 

An analogous reaction to that described in example 1, but starting with 4- 
chIoro-6.7-di(2-methoxyelhoxy)quina2oline (200 mg, 0.64 nunol) yielded the tide 
compound ^5 mg, 91 % yield) as a pale yellow solid : 

'H-NMR (DMSO d*) : 1 U9 (s. IH), 10.40 (s, IH). 8.79 (s. IH). 8.30 (s. 1 H), 7.97 (d. 
2H. J = 7 Hz). 7.88 (d. 2H, J = 7 Hz), 7.65 (d. 2H, J = 7 Hz). 7.50-7.60 (m, 3H), 7.37 
(s, IH), 4.35 (m. 4H). 3.77 (m, 4H), 3.36 (s, 6H) : 
MS (+ve ESI) : 489.5 (M+H)*. 

4-Chloio-6,7-di(2-methoxyethoxy)quina2oline, used as the starting material was 
obtained in an analogous reaction to that described in example 1 b), starting with 6,7- 

di(2-methoxyethoxy).3.4-dihydroquiija2olin-4-one (prepared according to US patent 
5,747,498). 

'H-NMR (DMSO d,) : 8.83 (s, IH), 7.43 (s. IH), 7.39 (s. IH). 4.35 (m, AH). 3.75 (m, 

4H),3.36(s,6H): 

MS (+ve ESI) : 313 (M+H)*. 

Example 192 - Preparatio n of Comnound No. t92 in T»hU> a 

A solution of 4-chloro-6-methoxy-7-benzyIoxyquinazolme (2.40 g, 8.00 mmol) 
andN-benzoyl 4-aminoanib'ne (1.70 g. 8.00 mmol) in isopropanol (100 ml) was heated 
at reflux for 3 hours before the reaction was allowed to cool to ambient temperature. 
The solid which had precipitated was collected by suction filtration and washed with 
diethyl ether (2 x 50 ml). Drying of this materia] yielded the tide compound (3.81 g. 
100 % yield) as an otf-viiite solid : 

'H-NMR (DMSO d6) : 1 1.34 (s, IH). 10.39 (s. IH), 8.80 (s, IH). 8.30 (s,lH). 8.00 (d. 
2H), 7.90 (d. 2H), 7.65 (d, 2H), 7.50 (m, 5H), 7.40 (m. 4H). 5.35 (s, 2H), 4.00 (s. 3H) : 
MS(-veESI):475(M-H)-, 
MS (+ve ESI) : 477 (M+H)*. 

4-Chloro-6-methoxy-7-benzyloxyquina2oline. used as the starting material, was 
obtained as follows: 
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a) A mixture of 2-amino-4-beii^loxy-5-raethoxybenzamide (lOg, 0.04mot - 
prepared according to J. Med. Chem. 1977, 20, 146-149), and Gold's reagent (7.4g, 
O.OSmol) in dioxane (lOOml) was stirred and heated at reflux for 24 hours. Sodium 
acetate (3.02g, 0.037mol) and acetic acid (1 .65ml, 0.029mol) were added to the 

S reaction mixture and it was heated for a further 3 hours. The volatiles were removed 
by evaporation, water was added to the residue, the solid was collected fdtration, 
washed with water and dried. Recrystallisation fiom acetic acid yielded 7-ben2yloxy- 
6-methoxy-3,4-dihydroquina2olin-4-one (8.7g, 84 % yield) as a white solid. 

b) Dimethylfoimamide (0.2 ml) was added dropwise to a solution of 6-methoi^- 
10 7-benzyloxy-3.4^ihydioquinazoIiii-4-one (5.00 g, 1 7.9 mmol) in thionyl chloride 

(100ml) and the reaction was heated at reflux for 1 hour. The reaction was cooled, 
excess thionyl chloride was removed in vacuo and the residue was azeotroped with 
toluene (3 x 50 ml) to remove the last of the thionyl chloride. The residue was taken up 
in dichloromethane (550 ml), the solution was washed with saturated aqueous sodium 
15 hydrogen carbonate solution (100 ml) and water (100 ml) and the organic phase was 
dried over magnesium sulphate. Solvent evaporation in vacuo yielded 4-chloro-6,7- 
dimethoxyquinazoline (4.80 g, 90 % yield) as a pale brown solid : 
'H-NMR (DMSO d«) : 8.85 (s.lH). 7.58 (s, IH). 7.50 (d, 2H). 7.40 (m, 4H), 5.35 (s. 
2H),4.00(s.3H): 
20 MS(+veESI):301(M+H)*. 

Example 193 - P renaration of Comnound No. 193 in Tahie i» 

An analogous reaction to tiiat described in example 1 » but starting with 4- 
chloro-6-inethoxy-7-((l-methyM^perazinyl)methoxy)quina2oline (100 mg, 0.31 
mmol), yielded the tide compound (21 mg, 14 % yield) as a white solid, after 
25 purification by flash chromatography on silica gel, eluting with 2-6% 2.0 N ammonia in 
methanolic dichloromethane (5 : 95) : 

•H-NMR (DMSO d«) : 10.23 (s, IH), 9.43 (s, !H), 8.42 (s, IH), 7.95 (d, 2H, J = 7 Hz), 
7.83 (s. IH). 7.69-7.80 (m. 4H), 7.46-7.64 (m, 3H), 7.15 (s. IH), 3.98 (d, 2H), 3.95 (s, 
3H), 2.72-2.82 (m, 2H), 2.15 (s, 3H). 1.70-1.92 (m, 5H), 1.25-1.45 (m, 2H) : 
30 MS (+ve ESI): 498.5 (M+H)*. 
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4-Chloro-6-methoxy-7-<(l-methyI-4-piperazinyl)methoxy)quinazoline, used as the 
starting material was obtained as follows : 

a) A solution of di-/er/-butyl dicarbonate (4 1 .7 g, 0.1 9 mol) in ethyl acetate (75 
ml) was added dropwise to a solution of ethyl 4-piperidinecarboxyIate (30 g, 0.19 mol) 

5 in ethyl acetate (150 ml) while maintaining the temperature in the range 0-5 "C. The 
reaction was stirred at ambient temperature for 48 hours,- poured onto water (300 ml) 
and the oiganic layer was separated and washed with i) water (200 ml), ii) O.IN 
aqueous hydrochloric acid (200 ml), ui) saturated sodium hydrogen carbonate (200nil) 
and iv) brine (200ml). Evaporation and drying in vacuo yielded ethyl 4-(l-/err- 
10 butyloxycarbonyI-piperidlne)carboxylate(48g,98%yield)asawhitesoUd: 

'HNMR (CDCIj) : 4.15 (q, 2H), 3.91-4.10 (s. 2H), 2.70-2.95 (t. 2H), 2.35-2.50 (m. 
IH), 1.80-2.00 (d, 2H), 1.55-1.70 (m, 2H). 1.45 (s. 9H). 1.25 (t, 3H). 

b) A solution of 1.0N lithium aluminium hydride in tetrahydiofuran (1 33 ml, 
0.133 mol) was added dropwise to a solution of ethyl 4-(l-/er/-butyIoxycarbonyl- 

15 piperidine)carboxylate (48 g, 0.19 mol) in dry tetrahydrbfuran (180 ml) at 0 "C. Ths 
reaction was stirred at 0 »C for 2 hours, water (30 ml) and 2.0N sodium hydroxide (10 
ml) were added and the precipitate was filtered through diatomaceous earth and 
washed with ethyl acetate. The filtrate was washed with water and brine before being 
evaporated to yield 4-hydroxymethyl-l-/err-butyloxycarbonylplperidine (36.3 g, 89 % 

20 yield) as a vliite solid : 

'H NMR (CDClj) : 4.10 (s. 2H). 3.40-3.60 (t. 2H), 2.60-2.80 (t. 2H). 1.60-1.80 (m, 
2H), 1 J5.1.55 (m, lOH), 1.05-1.20 (m, 2H) : 
MS (+ve EI) : 215 (M+H)*. 

c) l,4.Dia2abicycIo(2.2.21octane (42.4 g, 0378 mol) was added to a solution of 4- 
25 hydroxymethyl-l-/er/-butyloxycarbonylpiperidinc (52.5 g, 0.244 mol) in tert-butyl 
mediyi ether (525ml) and the reaction stirred at ambient temperature for 1 5 minutes. 
The reaction was cooled to 5 "C and a solution of 4-toluenesuIphonyl chloride (62.8 g, 
0.33 mmol) in tert-butyl methyl ether (525 ml) was added dropwise over 2 hours vAaic 
maintaining the temperature at 0 *C. The reaction was stirred at ambient temperature 
30 for 1 hour, isohexane was added and the resultant precipitate was collected by suction 
filtration. Solvent eviration in vacuo afforded a solid which was dissolved in 
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diethyl ether (250 ml)and washed successively with 0.5N aqueous hydrochloric acid (2 
X 500 ml), water, saturated sodium hydrogen carbonate and brine. Solvent evaporation 
and diying in vacuo yielded 4-(4-metfiylphenylsuIphonyloxy.methyl).l.tert-butyIoxy- 
carbonylpiperidine (76.7g, 85 % yield) as a white solid : 
5 'H NMR (CDCb) : 7.80 (d. 2H). 7,35(d, 2H), 4.00-4.20 (s. 2H), 3.85 (d, IH). 2.55- 
2.75 (m. 2H), 2.45 (s, 3H). 1.75-1.90 (m. 1.65 (d, 2H). 1.45 (s. 9H). 1.00-1.20 (m, 
2H); 

MS (+ve ESI) : 392 (M+Na)*. 

d) 4-(4-MethylphenyIsulphoiiyIoxymethyl).I.tert-butyloxycarbonylpiperidine 
0 (40g, 0.1 Imol) was added to a suspension of ethyl 3-methoxy-4.hydroxyben2oate 
(19.6g, O.lmol) and potassium carbonate (28g, 0.2mol) in diy dimethylformamide 
(200nil) and the reaction was heated at 95 «C for 2.5 hours. The reaction was cooled to 
ambient temperature, partitioned between water and ethyl acetate / diethyl ether, before 
the organic layer was washed with water and brine. Solvent evaporation in vacuo 
5 afforded a clear oil which crystallised on standing. Collection of the soUd by suction 
filtration followed by washing with isohexane and diying in vacuo yielded ethyl 3- 

methoxy-4-(l -ter/-butyloxycarbonylpiperidin-4-yhnethoxy)ben2oate (35g, 89%) as a 
white solid : 

m.p. 81-83 •C: 

•h NMR Spectrum: (CDCI3) 7.65 (d, IH), 7.55 (s, IH), 6.85 (d. IH). 4.35 (q. 2H). 
4.05-4.25 (s. 2H), 3.95(s, 3H), 3.90(d. 2H), 2.75 (t, 2H), 2.00-2.15 (m, 2H), 1.80-1 .90 
(d, 2H). 1.48 (s, 9H). 1.40 (t. 3H), 1.20-1 J5 (m, 2H) : 
MS (+ve ESI) : 416 (M+Na)*. 

c) Formaldehyde (35 ml of a 37^» solution in water, 420 mmol) was added to a 
solution of eUiyl 3-methoxy-4-(l.ter/-butyloxycarbonylpiperidin-4- 
ytoiethoxy)benzoate (35 g, 89 mmol) in fomiic acid (35 ml) and the reaction was 
heated at 95 »C for 3 hours. The reaction was cooled, tfie volatiles we re removed in 
vacuo and tiie residue was dissolved in dichlorometfiane. 3.0N Hydrogen chloride in 
dietiiyl ether (40 ml, 120 mmol) was added, together with a litde diethyl ether and a 
solid was precipitated. Collection of the soUd by suction filtration followed by drying 
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in vacuo yielded ethyl 3-inethoxy^l-methylpiperidin-4.ylmethoxy)benzoate (30.6g, 
100 % yield) as a white solid : 

•H NMR (DMSOd^) : 7.60 (d. IH), 7.48 (s, IH). 7.10 (d. IH), 4J0 (q, 2H). 3.90^.05 
(s, 2H). 3.85 (s. 3H), 3.35-3.50 (s. 2H). 2.90-3.10 (m. 2H), 2.72 (s. 3H). 2.00-2.15 (s, 
5 IH). 1.95 (d,2H), 1.50-1.70 (in.2H). 1.29 (t,3H): 
MS (+ve ESO : 308 (M+H)*. 

f) Trifluoroacetic acid (37.5 ml) was added to a solution of ethyl 3-methoxy-4-(I- 
methylpiperidin-4-ylmethoxy)beii2oate (30.6 g, 89 mmoO in dichloromethane (75 ml) 
at d-S *C before dropwise addition of a solution of fuming nitric acid (7.42 ml, 178 
10 mmol) in dichloromethane (1 5 ml) over 15 minutes. The reaction was stined at 
ambient temperature for 2 hours, the volaHles were removed in vacuo and the residue 
was dissolved in dichloromethane (50 ml). The solution was cooled to 0-5 °C, diethyl 
ether was added (50 ml) and the resultant precipitate was collected by suction 
filtration, and dried in vacuo. The solid was taken up in dichloromethane (500ml). 

15 3.0N hydrogen chloride in diethyl ether (30 ml) was added followed by diethyl ether 
(500 ml) which cause precipitation of a solid. Collection of die solid by suction 
filtration followed by diying in vacuo yielded ethyl 3-metfjoxy-4-(l-metiiyIpiperidin-4- 
ylmetiioxy)-6-nitroben2»ate (28.4 g, 82 % yield) as a vrtiitc solid : 
'H NMR (DMS0d6) : 7.66 (s, IH), 7.32 (s, IH), 4.30 (q, 2H), 4.05 (d, 2H). 3.95 (s. 

20 3H), 3.40-3.50 (d, 2H). 2.90-3.05 (m, 2H), 2.75 (s, 3H), 1.75-2.10 (m, 3H), 1.45-1.65 
(m.2H), 1.30(t,3H): 
MS(+veESI):353(M+H)^ 

g) A suspension of ethyl 3-methoxy-4-(l-methylpiperidin-4-yteiethoxy)-6- 
nitrobenzoate (3.89g, lOmmol) in methanol (80ml) contaming 10% platinum on 
activated caibon (50% wet) (389mg) was hydrogenated at 1.8 atmospheres pressure 
until uptake of hydrogen ceased. The reaction was filtered Uuough celite, tiie filtrate 
was evaporated and the residue was taken up in water (30 ml) and adjusted to pHl 0 
with a saturated solution of sodium hydrogen carbonate. The mixture was diluted witii 
ethyl acetate / dietiiyl etiier (1 :1) and die organic layer was separated. The aqueous 
30 layer was further extracted with ethyl acetate/ether and the oiganic layere were 
combined prior to washing with water and brine. Solvent evaporation in vacuo. 
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followed by trituration with a mixture of diethyl ether / isohexane yielded ethyl 6- 

ainino-3-methoxy-4-(l-methylpiperidin-4.ylmethoxy)ben2oate (2.58 g, 80 % yield) as 
a white solid after drying in vacuo : 
m.p. 11I-1I2''C: 

5 'H NMR (CDCI3) : 7.33 (s. IH). 6.13 (s. IH), 5.55 (s, 2H), 4.30 (q. 2H). 3.85 (d, 2H), 
3.80 (s. 3H), 2.90 (d. 2H); 2.29 (s. 3H), 1.95 (t. 2H), 1.85 (m. 3H). 1.40-1 .50 (m, 2H). 
1.35 (t,3H): 

MS (+ve EST) : 323 (M+H)*. 

h) A solution of etiiyl 6-amino-3-methoxy-4-(l -methylpiperidin-4- 
10 ylinethoxy)benzoate (16.1 g, 50 mmol) in 2.methoxycthanol (160ml) containing 

fonnamidine acetate (5.2 g, 50 mmol) was heated at 11 5 *C for 2 hours. Formamidine 
acetate (1 0.4 g, 100 mmol) Was added in portions every 30 minutes over a period of 4 
hours and the reaction was heated for 30 minutes after tiie last addition. The reaction 
was cooled, die volatiles were removed in vacuo, and the residue was dissolved in 
15 ethanol (100 ml) and dichloromethane (50 ml). The reaction was filtered and the 
filtrate was concentrated to a final volume of 100 ml. Collection of Uie precipitated 
soUd by suction filtration (at 5 followed by drying in vacuo yielded 6-methoxy-7- 

((l-metiiylpiperidin-4-yl)methoxy)-3,4-dihydroqulna2olin.4s>ne (12.7g, 70 % yield) as 
a white solid: 

20 'H NMR pMSOd6) : 7.97 (s, IH), 7.44 (s. IH). 7.1 l(s, IH), 4.00 (d, 2H). 3.90 (s. 

3H), 2.80 (d,2H). 2.16 (S.2H), 1.90(s.3H). 1.90(t. lH).1.75(d,2H),I.25-1.40(m, 
2H): 

MS (+ve ESI) : 304 (M+H)*. 

0 A solution of 6-metiioxy-7-((l.metiiylpiperidin-4-yl)metiioxy).3,4- 
25 dihydrDquinazolin-4^ne (2.8 g, 9.24 mmol) in tfuonyl chloride (28 ml) containing 
dimethylformamide (0.28 ml) was heated at reflux for I hour. The reaction was 
cooled, the volatiles were removed in vacuo and die resultant solid was triturated with 
dietfiyl etiier. filtered, washed with diethyl etiier and dried in vacuo. The solid was 
dissolved in dichloromethane and washed with saturated aqueous sodium hydrogen 
30 carbonate, water and brine. Evaporation of the solvent and drying in vacuo yielded 4- 
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chIoio-6-methoxy-7-((l-methyIpiperidin-4-yl)methoxy)quinazoiine (2.9 g, 98 % 
yield): 

'H NMR (DMS0d6) : 8.90 (s. IH). 7.46 (s, IH). 7.41 (s, IH). 4.12 (d, 2H). 4.02 (s. 
3H), 2.85 (d. 2H). 2.25 (s. 3H). 2.00 (I. IH). 1.75-1.90 (m, 3H), UO-ISO (m. 2H) : 
5 MS (+ve ESI) : 322 (M+H)*. 

Example 194 - PrcDaration of Comnound No. 194 in Table 6 

An analogous reaction to that described in example 1» but starting witii 2-(I- 
moiphoIino)-4-chloio-6,7-dimetho^quinazoline (90 mg, 0.29 nunol), yielded the titie 
compound (123 mg, 81 % yield) as an off-white solid : 
10 'H-NMR (DMSO d*) : 10.76 (s. IH), 10.36 (s, IH), 8.86 (d, 2H, J = 8 Hz), 8.09 (s, 
IH), 7.95 (d, 2H. J « 8 Hz), 7.63 (d, 2H. J = 8 Hz). 7.52 (d, 2H. J = 8 Hz), 7.45-7.61 
(m. 2H), 3.93 (s, 3H), 3.90 (s, 3H), 3.80 (m, 4H), 3.70 (m. 4H) : 
MS (+ve ESI) : 484.5 (M-H)*. 

2-<l-Moipholino)-4-chloro-6,7-diniethoxyquinazoline, used as the starting material was 
IS obtained as follows : 

A solution of 2,4-dichIoro-6,7-dimethoxyquinazoline (1.55 g, 6.00 mmol) and 
N-methylmoipholine (1.32 ml. 12.0 mmol) in dioxan (30 ml) was heated at reflux for 
24 hours under an inert atmosphere. The reaction was cooled and stirred with saturated 
aqueous sodium bicarbonate solution (40 ml) for 15 minutes before being extracted 
20 with ethyl acetate (2 x 50 ml). Washing of tfie combined organic layers witii brine (50 
ml) followed by solvent evaporation In vactto yielded 2-(l-mofpholino)-4-chIoio-6,7- 
dimethoxyquinazoline (1.67 g, 90 % yield) as a white solid : 

'H-NMR (DMSO d«) : 7.15 (s. IH), 6.95 (s, IH), 3.95 (s. 3H), 3.85 (s, 3H), 3.60-3.79 
(m,8H): 

25 MS (+ve EST) : 310 (M+H)*. 

Example 19S - P rcoaration of Compound No. 195 in Table 

4-((4-(N-Ben2oyl)amino)anilino)-6-acetoxy-7-methoxyquina2oline 
hydrochloride (4.40 g, 9.48 mmol) was taken up in a mixture of methanol (100 ml) and 
concentrated aqueous ammonia solution (50 ml) and tiie solution heated at 50 "C for 2 
30 hours. The solvents were evaporated in vacuo, the resultant white paste was filtoed off 
and was tfien triturated witii methanol (75 ml). The solid was stirred witii 5.0 N 



wo 01/21596 



PCT/GB00/D3S80 



146 

hydrochloric acid (150 ml) and the solid hydrochloride salt collected by suction 
filtration. Drying in vacuo yielded the tiUe compound (3.74 g. 93 % yield) as a pale 
yellow solid : 

•H-NMR (DMSO d6) : 10.94 (s, IH), 10.39 (s. IH), 10.34 (s. IH), 8.70 (s, IH). 8.00 
(s, IH). 7.90 (d. 2H). 7.80 (d, 2H). 7.60 (d, 2H). 7.50 (m. 3H). 7.30 (s, IH). 3.95 (s, 
3H): 

MS (-ve ESO : 385 (M-H)\ 
MS (+ve ESI) : 387 (M+H)*. 

Example 196 - PrenaraHon of Cnmpft und No. 196 in TahlP 

A solution of 4-((4-(N-ben2oyl)araino)anilino)-6-methoxy-7- 
benzyloxyquinazoline (3.70 g. 7.20 mmol) in trifluoroacetic acid (50 ml) was heated at 
reflux for 2 hours. The reaction was cooled, evaporated in vacuo and the residue so 
formed was triturated with diethyl ether (3 x 25 ml). Drying of this material yielded the 
title compound (3.84 g, 100 % yield) as a pale-yellow solid : 

•H-NMR (DMSO d^) : 10.97 (s. IH). 10.37 (s. IH), 8.75 (s. IH). 8.05 (s. IH), 7.95 (d. 
2H), 7.90 (d, 2H). 7.60 (m, 5H), 720 (s. IH). 4.00 (s. 3H) : 
MS(-veESl):385(M.H)-, 
MS (+vc ESI) : 387 (M+H)*. 

EMmnie 197 - Prenar ation of Compouad No. 197 in Table 7 

Diethyl azodicarboxylate (0.06 ml, 0 J3 mmol) was added to a stiiied 
suspension of 4-((4-(N-ben2oyl)amino)anaino>^hydroxy-7-methoxyquina2oline (106 
mg, 0.25 mmol), triethylamine (0.036 ml. 0.27 mmol), N-(3-hydroxyethyI)morphollne 
(65 mg, 0.50 mmol) and triphenylphosphine (65 mg, 0.33 mmol) in dichloromethane 
(10 ml). The reaction was stilted at ambient temperature for 15 minutes, additional 
triphenylphosphine and diethyl azodicarboxylate wei« added (quantities as before) and 
after an additional 2 hours stirring, further triphenylphosphine and diethyl 
azodicariwxylate were added (quantities as before). The reaction mixture was poured 
onto an SCX column which was washed through with 0-10% methanol in 
dichloromethane before the product was eluted with a mixture of 3% ammonia in 20% 
methanolic dichloromethane. Purification of the crude product by flash chromatography 
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on silica gel, eluting with 0-20% methanol in dichloromethane, yielded the title 
compound (32 mg, 26 % yield) as a v**ite solid : 

'H-NNiR (DMSO d^) : 10.22 (s, IH), 9.40 (s, IH), 8.40 (s, IH), 7.95 (d. 2H), 7.85 (s, 
IH). 7.75 (dd, 4H). 7.50 (m, 3H), 7.15 (s. IH). 4.25 (t, 2H), 3.90 (s, 3H), 3.60 (t, 4H), 
2.80 (t,2H), 2.55 (t,4H): 
MS (-ve ESO : 498 (M-H)', 
MS (+ve ESI) : 500 (M+H)*. 

Example 198 - Prena ration of Cowpound No. 198 in Table 7 

An analogous reaction to that described in example 197, but starting with 4-((4- 
(N-benzoyl)-amino)anilino)^hydroxy-7-methoxyquinazoIine (164 mg, 0.389 mmol) 
and N-(3-hydioxypropyl).moxphoIine (113 mg, 0.78 mmol), yielded the title compound 
(43 mg, 21 % yield) as a white solid : 

•H-NMR (DMSO d«) : 10.22 (s. IH). 9.45 (s, IH). 8.40 (s, IH), 7.95 (d, 2H). 7.85 (s. 
IH). 7.75 (dd. 4H). 7.55 (m. 3H). 7.15 (s. IH), 4.20 (t. 2H), 3.90 (s, 3H), 3.60 (t. 4H). 
2.45 (m. 2H), 2.39 (m, 4H), 2.00 (m, 2H) : 
MS(-veESI):512(M-H)-, 
MS (+ve ESI) : 5 14 (M+H)* 

Example 199 - Prepar ation of Compound No. 199 in Tahle 7 

An analogous reaction to that described in example 197, but starting with 4<(4- 
(N-benzoyl)-amino)amIino)-6-hydroxy-7.methoxyquinaa)Iine (164 mg, 0.389 mmol) 
and 4-(3-hydioxypropyl>thiomoipholine-l,l-dioxide (96 mg, 0.50 mmol), yielded the 
tiUe compound (30 mg, 14 % yield) as a white soUd : 

'H-NMR (DMSO d*) : 10.23 (s. IH). 9.45 (s. IH), 8.40 (s. IH), 8.00 (d. 2H), 7.85 (s, 
IH). 7.75 (dd. 4H), 7.60 (m. 3H), 7.20 (s, IH). 4.20 (t, 2H), 3;90 (s, 3H), 3. 10 (m. 4H), 
2.95 (m, 4H). 2.70 (t. 2H). 2.00 (m, 2H) : 
MS (-ve ESQ : 560 (M-H)*, 
MS (+ve ESI) : 562 (M+H)*. 

Example 200 - Prepara tion of Compound No. 200 in Table 7 

An analogous reaction to that described in example 197. but starting with 4-((4- 
(N-ben2oyl)-amino)aniIino)-6-hydroxy-7-methoxyquina2oline hydrochloride (100 mg. 
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0.236 mmol) and 3-hydroxypropyl methylsulphone (55 mg, 0.40 mmol), yielded the 
title compound (41 mg, 41 % yield) as a pale yellow solid : 
'H-NMR (DMSO de) : 10.24 (bs. IH). 9.47 (s. IH), 8.43 (s, IH), 7.97 (d. 2H. J = 7 
Hz), 7.88 (s, IH), 7.69-7.82 (m. 4H), 7.49-7.62 (m, 3H), 7.19 (s, IH), 4.28 (t. 2H, J = 6 
5 Hz), 3.95 (s,3H), 3.25-3.38 (ai,2H). 3.04 (S.3H), 2.20-2.33 (m,2H): 
MS (+ve ESI) : 507 (M+H)*. 

Example 201 - Preparatioii of Compound No. 201 in Table 7 

An analogous reaction to that described in example 197, but starting with 4-((4- 
(N-benzoyl)-aniino)anilino>^hydioxy-7-methoxyquinazoIine hydrochloride (165 mg, 
10 0.39 mmol) and K2-liydroxyethyl)-l,2,4-triazole (88 mg, 0.78 mmol), yielded the title 
compound (30 mg, 16 % yield) as a pale yellow solid : 

'H-NMR (DMSO d^) : 10.23 (bs. IH), 9.42 (s. IH). 8.59 (s, IH), 8.42 (s, IH). 8.01 (s, 
IH). 7.97 (d. 2H, J = 7 Hz). 7.89 (s. IH), 7.79 (d. 2H, J = 8 Hz). 7.74 (d, 2H. J = 8 Hz), 
7.50-7.61 (m, 3H), 7.18 (s, IH). 4.70 (t, 2H, J = 7 Hz), 4.51 (t, 2H, J = 7 Hz). 3.92 (s, 
15 3H) : 

MS (+ve ESI) : 482 (M+H)*. 

Eiample 202 - Preparation of Compound No. 202 in Table 7 

Tributylphosphine (0.193 ml, 0.78 mmol) and N,N-dimeth^ethano!amine 
(0.052 ml, 0.52 mmol) were added to a solution of 4-((4-(N-benzoyl)amino)aniIino)-6- 

20 hydroxy-7-methoxyquinazoIine (100 mg, 0.26 nunol) in tetrahydrofunut under an inert 
atmosphere at ambient temperature. After 5 minutes, 1,1 *-(azodicarbonyl)dipiperidine 
(196 mg, 0.78 nrniol) was slowly added over 10 minutes and the reaction was allowed 
to stir for a further 2 hours. Additional tributylphosphine and 1 , 1 '-(azodicarbonyl) 
dipiperidine (quantities as before) were added and the reaction was allowed to stir for 

25 40 minutes. The reaction mixture was poured onto an SCX column which was washed 
through widi 0-10% methanol in dichloromethane before the product was eluted with a 
mixture of 3% ammonia in 20% methanolic dichloromethane. Purification of the crude 
product by flash chromatography on silica gel. eluting with 5-1 0% methanol in 
dichloromethane, yielded the title compound (42 mg, 36 % yield) as a white solid : 
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•H-NMR (DMSO d«) : 10.23 (s, IH). 9.41 (s. IH), 8.42 (s, IH). 7.95 (d. 2H, J = 8 Hz). 
7.84 (s. 1 H). 7.75 (m. 4H). 7.50-7.61 (m. 3H). 7.16 (s. IH), 4.20 (t, 2H, J = 7 Hz). 3.93 
(s. 3H), 2.75 (t. 2H, J = 7 Hz), 2.27 (s. 6H). : 
MS (+ve ESI) : 458 (M+H)*. 

Example 203 - Prepara tion of ConnH)und No. 203 in Tahia 7 

Sodium hydride (60% dispersion in mineral oil: 26 mg, 0.65 mmol) and benzyl 
triethylammonium bromide (104 mg, 0.45 mmol) were added to a suspension of widi 
4-((4-(N.benzoyI)amino)anilino)-6-hydroxy-7-methoxyquinazoline (164 mg, 0.389 
mmol) at ambiem temperature. 3-Picoiyl chloride hydochloride (85 mg. 0.52 mmol) 
was added and the reaction stined for 3 hours. Sodium hydride (10.0 mg, 0.25 mmol) 
and dtmethylfoimamide (3.0 ml) were added and the reaction heated at 50 "C for 3 
hours. The reaction was cooled, diethyl ether (10 ml) was added and the solid which 
precipitated was collected by suction filtration. Purification by reverse phase 
preparative high pressure chromatography (hplc). eluting with 5-95% acetonitrile in 
water, yielded the tiUe compound (25 mg, 20 % yield) as a yeUow-brown solid : 
•H-NMR (DMSO d«) : 10.24 (bs. IH). 9.49 (s. IH). 8.77 (d. IH, J = 1 Hz), 8.60 (d, 
IH. J = 5 Hz). 8.45 (s. IH), 8.06 (s, IH). 7.94-8.00 (m. 3H), 7.72-7.83 (m. 4H). 7.43- 
7.63 (m, 4H). 7.21 (s, IH), 5.29 (s. 2H), 3.93 (s, 3H) : 
MS (+ve ESI) : 478 (M+H)*. 

Example 204 - Prenaral ion of Compound No. 2ii4 in Table 7 

An analogous reaction to that described in example 203, but starting witii 4-((4- 
(N-ben2oyI)amino)aniUno)-6-hydroxy.7-mctiioxyquinazoline (100 mg, 0.25 mmol) and 
mediyl 2-chloroetiiyl eUier (0.024 ml, 0.26 mmolX and heating the reaction at 80 "C for 
1 8 hours, yielded the tide compound (32 mg, 28 % yield) as a white solid : 
'H-NMR (DMSO d6):10.23(s, lH).9.43(s. lH).8.43(s. lH),7.97(d.2H, J = 7Hz). 
7.86 (s. IH). 7.70-7.82 (m. 4H). 7.49-7.62 (m, 3H). 7.18 (s. IH), 4.24-4.31 (m, 2H). 
3.94 (s, 3H), 3.73-3.81 (m. 2H). 3.36 (s, 3H) : 
MS (+ve ESI) : 445 (M+H)*. 

Example 205 - Prenara tiop of Compound No. 205 in Table 7 

An analogous reaction to tiiat described in example 203, but starting witfi 4^(4- 
(N-benzoyI)amino)anilino)-6-hydroxy-7-mctiioxyquinazoline (100 mg, 0.25 mmol) and 
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a^dimcthylaminoM^hloropropane hydxxjchloride (41 mg. 0.26 mmol), and heating 
die reaction at 150 »C for 2.5 hours, yielded the title compound (53 mg, 43 % yield) as 
a pale brown solid : 

'H-NMR PMSO d6) : 10.23 (bs. IH). 9.48 (s. IH), 8.42 (s, IH), 7.97 (d. 2H. J = 7 
Hz). 7.86 (s. IH). 7.69-7.81 (m. 4H). 7.47-7.63 (m. 3H), 7.16 (s, IH). 4.18 (t,'2H. J = 7 
Hz), 3.92 (s. 3H), 2.46 (t, 2H, J = 7 Hz), 2.19 (s. 6H), 1.90-2.01 (m. 2H) : 
MS (+ve ESO ; 472 (M+H)*. 

Eiamplc 206 - Prenara tf on of Compftund No. 2fl<t in TaM> < 

Potassium caibonatc (178 mg. 1.29 mmol) and benzyl tributylammonium 
bromide (46 mg. 0.13 mmol) were added to a suspension of with 4-((4-(N- 
benzoyl)amuio)anUino)-6.hydioxy.7.mcthoxy-quina2oIine (50 mg. 0.13 mmol) in 
dimethylfomiamide (5 ml) at ambient temperature. Benzyl bromide (22 mg. 0.13 
mmol) was added and the reaction heated at 50 °C for 3 hours. The reaction was 
cooled, poured into water (10 ml) and the solid which precipitated was collected by 
suction filtration. Purification by flash chromatography on silica gel. eluting with ethyl 
acetate, yielded the title compound (8 mg, 13 % yield) as a yellow soUd : 
'H-NMR (DMSO da) : 10.23 (s. IH). 9.47 (s, IH), 8.45 (s. IH). 8.05 (s,lH), 7.95 (d. 
2H. J = 8 Hz). 7.78 (d. 2H, J = 8 Hz), 7.72 (d. 2H. J = 8 Hz). 7.48-7.59 (m. 5H). 7.37 (t. 
2H. J = 7 Hz). 7.34 (m. IH), 5.22 (s, 2H). 3.92 (s. 3H) : 
MS (+ve ESO : 477 (M+H)*. 

Eiampic 207 - Prepnra tion of ComnounJ No. M7 in Table S 

An analogous reaction to that described in example 206. but starting witii 4^(4- 
(N-ben2oyl)amino)aiiilino).6.hydroxy.7-methoxyquina2oline (154 mg, 0.40 mmol) and 
2-bronioethanoI (0.031 ml. 0.44 mmol). and heating the reaction at 80 'C for 4.5 hours, 
yielded the tide compound (73 mg, 42 % yield) as a white solid : 
•H-NMR(DMS0 d,) : 10.23 (s. IH). 9.44 (s. IH). 8.43 (s. IH). 7.95 (d. 2H. J = 8 Hz). 
7.83 (s. IH). 7.71-7.78 (ra. 4H). 7.48-7.59 (m. 3H). 7.18 (s, IH), 4.95 (t, IH, J - 7 Hz), 
4. 1 9 (t, 2H. J = 7 Hz). 3.92 (s, 3H), 3.82 (m, 2H) : 
MS (+ve EST) : 431 (M+H)*. 
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Example 208 - Prepa rafion of Compound No. 208 in Table « 

An analogous reaction to that described in example 197, but starting with 4-(3- 
hydioxypropyl)thiomorpholine-l,l-dioxide (96 mg, 0.50 mmol) yielded the title 
compound (106 mg, 76 % yield) as a white solid : 

'H-NMR (DMSO d,) : 10.22 (s. IH). 9.45 (s, IH). 8.40 (s, IH). 7.95 (d. 2H), 7.85 (s. 
IH), 7.75 (m, 4H). 7.55 (m, 3H). 7.20 (s. IH). 4.20 (t. 2H). 3.95 (s. 3H), 3.10 (m, 4H). 
2.90 (m. 4H), 2.60 (t. 2HX 1.95 (t, 2H) : 
MS(-veESI):560(M.H)-, 
MS (+ve ESI) : 562 (M+H)*. 

Example 209 - Preparati on of Comnognd No. 209 in Table 8 

An analogous reaction to that described In example 197, but starting with 3- 
(dimethylamino)-propanol (47 mg, 0.40 mmol), yielded the title compound (39 mg. 41 
% yield) as a pale yellow solid ; 

'H-NMR (DMSO d«) : 10.23 (s. IH). 9.45 (s. IH), 8.42 (s. IH), 7.97 (d, 2H, J = 7 Hz), 
7.84(s. IH), 7.70-7.82 (m.4H). 7.48-7.63 (m,3H), 7.14 (s, lH),4.16(t,2H, J = 7Hz), 
3.97 (s. 3H), 2.41 (t, 2H. J = 7 Hz). 2.18 (6H. s). 1.86-1.99 (2H, m) : 
MS (+ve ESI) : 472 (M+H)*. 

EMmpIc 210 - Prepar ation of Camoound No. 210 jp Table 8 

Diethyl azodicarboxylate (DEAD) (0. 1 1 8 ml, 0.75 mmol) was added to a 
suspension of 4K(4-(N-ben2oyl)amlno)anaino)-6.methoxy-7.hydioxyquinazoline 
trifluoroacetate (125mg. 0.25 mmol), triethylamine (0.036 ml. 0.275 mmol), 
triphenylphosphine (196 mg, 0.75 mmol) and N-(2.hydroxyethyI)moiphoIine (0.061 
ml. 0.50 mmol) in dichloromethane (10 nd). The reaction was stined for 18 hours at 
ambient temperature and then more diethyl azodicarboxylate (0.118 ml. 0.75 mmol), 
triphenylphosphine (1 96 mg. 0.75 mmol) and N-(2-hydroxyethyl)moipholine (0.061 
ml, 0.50 mmol) were added and the reaction stiired for 30 minutes. The reaction 
mixture was transfeired to an SCX column and purified by chromatography, eluting 
with i) dichloromethane. ii) 10% methanol in dichloromethane and iii) 2% ammonia/ 
10% methanol in dichloromethane. Evaporation of the product fractions in vacuo 
yielded the tide compound (75 mg, 60 % yield) as a white solid ; 
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•H-NMR (DMSO de) : 10.24 (s. IH). 9.58 (s. IH), 8.45 ( s. IH), 7.95 (d. 2H), 7.85 (s, 
IH). 7.75 ( dd. 4H). 7.5 (m, 3H), 7.20 (s, IH). 4.35 (m. 2H). 3.95 (s. 3H), 3.65 (m. 4H). 
3.05 (in.2H), 2.75 (in,4H) . • 
MS(-veESI):498(M-H)-, 
MS (+ve EST) :500 (M+H)*. 

Example 211 - Pren arafion of Comnonnd No. 211 in Tahle « 

An analogous reaction to that described in example 210, but starting with 2- 
(dimcthylamiBo)-ethanol (0.40 ml. 0.40 mmol). yielded Uie tiUe compound (17 mg, 19 
% yield) as a pale yellow solid : 

'H-NMR (DMSO d«) : 10.23 (s, IH), 9.46 (s, IH), 8.42 (s. IH). 7.97 (d. 2H, J = 7 Hz). 
7.85 (s. IH), 7.70-7.81 (m, 4H). 7.47-7.62 (m, 3H), 7.20 (s, IH), 4.23 (t. 2H, J = 5.5 
Hz), 3.96 (s, 3H). 2.75 (t, 2H, J = 5.5 Hz), 2.27 (s. 6H) ; 
MS (+ve ESI) : 458 (M+H)*. 

Example 212- Prepar ation of Compound No. 212 in Table H 

An analogous reaction to that described in example 210, but starting with l-(2- 
hydroxyethyl)-1.2,4-triazole (57 mg, 0.50 mmol) yielded the tide compound (21 mg, 18 
% yield) as a white solid : 

•H-NMR (DMSO d6) : 10.23 (s, IH), 9.45 (s, IH), 8.59 (s, IH), 8.45 (s,lH). 8.00 (s. 
IH), 7.95 (d. 2H). 7.85 (s, IH), 7.75 (dd, 4H), 7.55 (m, 3H), 7.20 (s, IH), 4.65 (t. 2H). 
4.55 (t,2H), 3.90 (S.3H): 
MS (+ve ESI) : 482 (M+H)*. 

Example 213 - Prepar ation of Compound No. 213 in Table ft 

Triethylamine (0.031 ml, 0.22 mmol), tributylphosphine (0.149 ml, 0.60 mmol) 
and 3-hydroxypropyl methylsulphone (55 mg, 0.40 mmol) were added to a suspension 

of4-((4-(N.benzoyl)amino)anUino)-6.methoxy-7-hydroxyquinazolinetrifluoroacetate 
(100 mg, 0.200 mmol) in dichloromethane (10 ml) at ambient temperature. The 
reaction was stirred for 5 minutes before addition of l,r-(a2odicarbonyl)dipiperidine 
(151 mg, 0.60 mmol) and then stirred for a further 15 minutes. Tributylphosphine 
(0.149 ml. 0.60 mmol) and 1,1 ♦-(a2odicariH)nyl)dipiperidine (151 mg, 0.60 mmol) were 
added and die reaction stirred for 2 hours at ambient temperature. The reaction mixture 
was transferred lo an SOX column which was eiuted with 0-5% methanol in 
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dichloromethane before the product was eluted with 3% ammonium hydroxide / 20% 
methanol in dichloromethane. Evaporation of the desired fractions m vacuo, followed 
by trituration of the soUd product with ethyl acetate, yielded the title compound (45 mg, 
44 % yield) as a white solid, after drying in vacuo : 

•H-NMR (DMSO dfi) : 10.24 (bs. IH), 9.47 (s, IH), 8.43 (s. IH), 7.97 (d, 2H, J = 7 
Hz). 7,88 (s, IH), 7.69-7.82 (m, 4H). 7.49-7.63 (m. 3H). 7.19 (s, IH), 429 (t,.2H. J = 6 
Hz). 3.99 (s. 3H), 3.23-3.38 (m, 2H). 3.05 (s. 3H), 2.15-2.31 (m. 2H) : 
MS (+ve ESI) ; 507 (M+H)*. 

Example 214 - PrenaraHon of Comipn nnd No. 214 in TaM» g 

An analogous reaction to that described in example 2 1 3. but starting with 4-((4- 
(N-benzoyl>amino)anilino)^methoxy-7-hydroxyquinazoHne (lOOmg. 0.26 mmol) and 
N.(/m-butoxycarbonyl)^tfwnolamine (0.08 ml, 0.78 mmol) yielded the title compound 
(130 mg. 54 % yield) as a white solid, after purification by flash chromatography on 
silica gel, eluting with 2-3.5% methanol m dichloromethane : 

'H.NMR(DMSO dfi) : 10.23 (s, IH). 9.45 (s, IH). 8.42 (s. IH), 7.96 (d. 2H). 7.84 (s. 
IH), 7.70-7.81 (m, 4H). 7.48-7.63 (m. 3H), 7.17 (s. IH). 6.98 (s. IH), 4.53 (t, 2H), 
3.95 (s. 3H). 3.31-3.41 (m, 2H), 1.38 (s, 9H) : 
MS (+ve ESI) : 530 (M+H)*. 

Example 215 - Prepari ^tion of Compound No. 21S in TaMg » 

A solution of 4<(4-(N-benzoyI)aniino)aniIino)-6-methoxy-7- 
benzyloxyquinazoline trifiuoroacetate (250mg, 0.50 mmol), 3-picolyl chloride 
hydrochloride (90 mg, 0.55 mmol) and potassium carbonate (230 mg, 1 .65 mmol) in 
dimethylacetamide (2.0 ml) was heated at 100 "C for 2 hours under an inert 
atmosphereJTie reaction was cooled to ambient temperature, diluted with water (7.0 
ml) and the solid which precipitated was collected by suction filtration. The solid was 
taken up in a small volume of dimethylacetamide and purified by chromatography on 
an sex column, eluting with i) dichloromethane. ii) 10% methanol in dichloromethane 
and iii) 2% ammoma / 1 0% methanol in dichloromethane. Evaporation of the prtxluct 
fiactions in vacuo yielded the title compound (130 mg, 54 % yield) as a white solid : 
'H-NMR (DMSO d.) : 10.23 (s. IH), 9.45 (s. IH), 8.75 (d. IH). 8.59 (d, IH), 8.42 (s. 
IH), 7.9 (m. 4H), 7.75 (dd. 4H), 7.50 (m. 4H). 7.30 (s,IH). 5.30 (s.2H). 3.95 (s. 3H) : 
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MS (-ve ESI) : 476 (M-H)', 
MS (+ve ESI) : 478 (M+H)*. 

Example 216 - PrcD aratioa of Compound No. 216 in Tahto « 

An analogous reaction to that described in example 215, but starting with (2- 
chloroethyl)methyl ether (0.050 ml. 0.55 mmol) yielded the title compound (156 mg, 
70 % yield) as a white solid : 

'H-NMR(DMSOd6) : 11.39(s, IH). 10.40 (s, IH). 8.80 (s, IH), 8.30 (s. IH), 8.00 (d. 

2H), 7.90 (d, 2H). 7.65 (d. 2H). 7.55 (m. 3H), 7.40 (s, IH). 4.30 (m. 2H). 4.00 (s, 3H). 

3.75 (m.2H), 3.30 (s3H): 

MS(-vcESI):443(M-H)-, 

MS(+veESI):445(M+H)*. 

Example 217 - Prepa ration of Compound No. 217 in Table 8 

An analogous reaction to that described in example 21 5, but starting with acetic 
anhydride (0. 1 0 ml, 1 .06 HMnol) yielded the tide compound (65 mg, 49 % yield) as a 
vMte solid : 

'H-NMR (DMSO d*) : 10.25 (s. IH). 9.65 (s, IH). 8.45 (s. IH). 8.05 (s, IH). 7.99 (d. 
2H), 7.75 (dd. 4H). 7.55 (m. 3H). 7.50 (s, IH). 3.99 (s. 3H). 2.30 (s. 3H) : 
MS (-ve ESI) : 427 (M-H)*, 
MS (+ve ESI) : 429 (M+H)*. 

Example 218 - Prena ration of Compound No. 218 in Tahie « 

An analogQus reaction to that described in example 215, but starting widi 3,4,5- 
trifluorobcnzyl bromide (27 mg, 0. 12 mmol) and heating the reaction in 
dimethylfoimamide at ambient temperature for 2.5 hours, yielded tiie tide compound 
(25 mg..39 % yield) as a white solid : 

•H-NMR (DMSOd«) : 10.28 (s. IH). 10.02 (bs, IH), 8.56 (s, IH). 7.93-8.00 (m, 3H). 
7.83 (d. 2H. J = 8 Hz), 7.70 (d, 2H, J = 8 Hz), 7.42-7.63 (m, 5H), 7.27 (s, IH), 5.28 (s, 
2H),3.99(s,3H): 
MS(+vcESI):531(M+H)*. 

Example 219 - Prenaratio p of Comnaiind No. 219 in Tahl^t X 

An analogous reaction to tiiat described in example 215, but starting with l-(3- 
bromoproRyl)-4.5Klihydrounidazole (327 mg. 0.97 mmol) and heating the reaction at 
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60»C for 24 hours, yielded the titie compound (84 mg, 26 % yield) as a white solid, 
after purification by flash chromatography on silica gel, eluting with 5-15% methanol 
in dichloromethane : 

•HNMR (DMSOd^, TFA) : 8.87 (s. IH). 8.51 (s. IH). 8.13 (s. IH), 7.98 (d, 2H), 7.93 
(d. 2H), 7.63 (m. 3H), 7.56 (t, 2H). 7.35 (s. IH), 4.30 (t, 2H). 4.02 (s. 3H). 3.91 (s, 
4H), 3.69 (t,2H), 2.22 (t.2H): 
MSES*:497[M*H]* 

l-(3-biomopropyl)^,5-dihydioimida2ole, used as the starting material was obtained as 
below:- 

A solution of I-(3-hydroxypropyl>4,5-dihydroimida2ole(l .0 g, 3.65 mmol) in 
teHahydrofiiran (15 ml) was reacted with carbon tetrabromide (1 .43 g, 5.47 mmol) and 
triphenylph6sphine (1.43 g. 5.47 mmol) at ambient temperature for 18 horns. Solvent 
evaporation in vacuo and purification by flash chromatography on silica gel. eluting 
with 10% methanol in dichloromethane, yielded l-(3-biomopropyI)-4,5. 
dihydroimidazole (429 mg, 35 % yield) as a white solid : 
'H-NMR (DMSO d^) : 8.45 (s, IH). 3.83 (m. 4H). 3.57 (m. 4H). 2.14 (q, 2H) : 
Example 220 - Prenflr ^fion of Compound No. 220 in Tahie « 

c£r-1.4-DichloK)-2-butene (0.138 ml, 1.29 mmol) was added to a stined 
suspension of potassium carbonate (178 mg, 1.29 mmol) and 4-((4-(N- 
ben2oyl)amino)anilino>6.methoxy.7-hydn)xyquina2oline (100 mg, 0.26 mmol) in 
dimethylacetamide (5 ml) and the reaction was stirred for 8 hours at ambient 
temperature. PyrroUdine (0.42 ml, 5.05 mmol) was added, the reaction was stirred for 
16 hours at ambient temperature, poured into water and the resultant yellow soUd 
collected by suction filtration. Purification by flash chromatography on silica gel. 
eluting witii 5% methanol In dichloromeUiane, yielded die titie compound (18 mg, 1 7 
% yield) as a pale yellow solid : 

'H-NMR (DMSO d.): 10.23 (s. lH).9.44(s. IH). 8.41 (s. IH), 7.97 (d, 2H. J = 8 Hz), 
7.83 (s. IH), 7.77 (m, 4H). 7.51-7.59 (m. 3H). 7.20 (s. IH), 5.78 (m. 2H).4.81 (m. 
2H), 3.97 (s, 3H), 3.34 (m, 4H). 3.22 (m. 2H), 1.62 (m, 4H) : 
MS (-ve ESI) : 508 (M-H). 
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Example 221 - Preparatio n of Compound No. 221 in Table 8 

/rans-l,4-Dichloro-2-butene (0.138 ml, 1.29 ramol) was added toastirred 
suspension of potassium carbonate (178 mg, 1 .29 mmol) and 4-((4-0^- 
benzoyl)amino)anilino>6-inethoxy.7-hydroxyquinazoline (12$ mg, 0.32 mmol) in 
5 dimethyiacetamide (6 ml) and the leacdon was stirred for 18 hours at ambient 
temperature. Additional potassium carbonate (134 mg, 0.97 mmol) and /rawl,4- 
dichloio-2-butene (0.102 mJ. 0.97 mmol) were added, the reaction was stined for a 
fimher 5 hours and pyrrolidine (0.673 ml, 8.10 mmol) was added. After 16 hours 
stirring at ambient temperature, the reaction was poured into water, the aqueous was 
10 extracted with ethyl acetate and the combined organic layers were dried over 

magnesium sulphate. Solvent evaporation in vacuo yielded the title compound (46 mg, 
28 % yield) as a white solid : 

•H-NMR (DMSO d.) : 10.22 (s, IH), 9.47 (s. IH). 8.41 (s. IH), 7.94 (d, 2H, J = 8 Hz), 
7.83 (s, IH), 7.76 (m. 4H), 7.48-7.59 (m. 3H). 7.17 (s. IH). 4.71 (d, 2H, J = 6 Hz), 
15 3.96(5. 3H). 3.09 (d.2H,J = 7 Hz). 2.40(m,4H), 1.64(m.4H): 
MS (+ve ESI) : 5 10 (M+H)*. 

Example 222 - Prenamti nn of Comnound No. 222 In T»hU H 

An analogous reaction to that described in example 221, but starting with 
piperidine (0.80 ml, 8. 10 mmol) yielded the title compound (45 mg, 27 % yield) as a 
20 white solid, after purification by reverse phase hplc : 

'H-NMR (DMSO dO : 10.23 (s, IH), 9.45 (s, IH), 8.40 (s, IH), 7.98 (d, 2H, J = 8 Hz), 
7.84 (s, IH), 7.77 (m, 4H), 7.51-7.59 (m, 3H), 7.17 (s, IH), 5.86 (m, 2H), 4.72 (d. 2H, 
J » 6 Hz), 3.96 (s, 3H), 2,93 (m, 2H), 2.30 (m, 2H), 1 .46 (m, 2H), 1 .37 (m, 2H) : 
MS (+ve ESI) : 522 (M+H)*. 
25 Example 223 - Preparati on of Comnognd No. 223 in Tahlc « 

An analogous reaction to that described in example 22 1 . but starting with 
morpholine (0.70 ml. 8. 1 0 mmol) yielded the title compound (39 mg, 23 % yield) as a 
white solid, after purification by reverse phase hplc : 

'H-NMR (DMSO d.) : 10.23 (s, IH), 9.43 (s. IH). 8.40 (s, IH), 7.95 (d. 2H, J = 8 Hz), 
30 7.82 (s. IH). 7.77 (m, 4H). 7.51-7.60 (m, 3H), 7.18 (s, IH), 5.86 (m, 2H), 4.71 (s. 2H), 
3.96 (s, 3H), 3.56 (m, 4H). 2.96 (m, 2H). 2.32 (m, 4H) : 
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MS (+ve ESO : 526 (M+H)*. 

Example 224 - Preparation of Compound No. 224 io Table 8 

An analogous reaction to that described in example 221, but starting with N« 
methylpiperidine (0.844 ml. 8.10 mmol) yielded the title compound (23 mg, 13 % 
5 yield) as a white solid, after purification by reverse phase hpic : 

•H-NMR (DMSO d6) : 10.22 (s. IH). 9.43 (s, IH), 8.40 (s, IH). 7.95 (d. 2H, J = 8 Hz). 
7.82 (s, IH), 7.77 (m, AH), 7.51-7.59 (m. 3H). 7.17 (s. IH). 5.85 (m. 2H), 4.71 (m. 
2H). 3.96 (s, 3H). 2.95 (m, 2H), 221-2.28 (m. 8H). 2.1 1 (s, 3H) : 
MS (+ve ESI) : 539 (M+H)*, 
10 Example 22 S - Prenararinn of Ccmnonnd No. 22S In Ta^i^ k 

2-BromoethanoI (0.03 1 ml, 0.44 mmol) was added to a stirred suspension of 
potassium carbonate (276 mg, 2.00 mmol) and 4-((4-(N-benzoyl)amino)anilino)-6- 
methoxy-7-hydroxy-quinazoline trifluoroacetate (200 mg, 0.40 mmol) in 
dimethylfonnamide (1 ml) and the reaction was stined for 3.5 hours at 85 2- 
15 Bromoethanol (0.03 1 ml, 0.44 mmol) was added, the reaction was stirred for a further 1 
hour, was then poured into water (10 ml) and the solid prcxiuct was collected by suction 
filtration. Purification by flash chromatography on silica gel, eluting with 4-6% 
methanol in dichloromediane yielded the title compound (37 mg, 21 % yield) as a white 
solid : 

20 'H-NMR (DMSO dO : 10.20 (s, IH), 9.41 (s. IH). 8.39 (s, IH), 7.88 (d, 2H. J = 7 Hz), 
7.80 (s, IH), 7.73 (d, 2H, J = 8 Hz), 7.69 (d, 2H, J = 8 Hz), 7.42-7.54 (m, 3H), 7.12 (s, 
IH). 4.88 (t, IH. J = 7 Hz). 4.10 (m, 2H). 3.92 (s, 3H). 3.72 (m, 2H) : 
MS (+ve ESI) : 432 (M+H)*. 

Example 226 > Preparation of Compound No. 226 in Table 8 
25 An analogous reaction to that described in example 225, but starting with 3- 

chloro-l-bromo-propane (0.256 ml, 2.59 mmol) yielded the tide compound (897 mg, 
75 % yield) as a white solid: 

'H-NMR (DMSO d6) : 10.06 (s, IH), 9.28 (s. IH). 8.29 (s, IH), 7.80 (d. 2H, J = 7 Hz), 
7.70 (s, IH), 7.62 (d, 2H, J = 8 Hz), 7.58 (d, 2H, J = 8 Hz), 7.30-7.41 (m, 3H), 7.00 (s, 
30 1 H), 4.08 (t, 2H. J = 7 Hz). 3.79 (s, 3H). 3.59 (t, 2H, J = 7 Hz), 2.04 (t, 2H, J = 7 Hz) : 
MS (+ve ESI) : 464 (M+H)*, 
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Example 227 - Preparation of Compound No. 227 fn Table R 

(2S).(+)-glycidyI tosylate (5.00 g. 21 .9 minol) was added to a stiired suspension 
of potassium carbonate (7.26 g, 52.6 mmol) and 4-((4-(N-ben2oyl)amino)anilino)-6- 
5 methoxy-7-hydroxyquinazoline (6.77 g, 1 7.5 mmol) in dimethylformamide (350 mi) 
and the reaction was stirred for 3.5 hours at 60 'C. Additional (2S)-(+)-glycidyl tosylate 
(0.30 g, 1 . 1 mmol) was added and the reaction was stinod for a further 3 hours at 60 
•C. The dimethylformamide was evaporated in vacuo and the residue was triturated 
with methanol and then saturated aqueous sodium hydrogen carbonate solution. 
10 Trituration with dichloromethane caused the residue to solidify and the soUd was then 
collected by suction filtration. Drying in vacuo yielded the titfe compound (4.87 g, 63 
% yield) as a pale yellow solid : 

'H-NMR (DMSO d.) : 10.24 (s, IH). 9.46 (s, IH). 8.42 (s. IH). 7.96 (d, 2H). 7.85 (s, 
IH). 7.68-7.82 (m.4H). 7.44-7.63 (m.3H). 7.19 (s. IH).4.52(dd. I H), 3.92-4.03 (m. 
15 IH), 3,97 (s. 3H). 3.35-3.45 (m. IH), 2.87 (t, IH), 2.75 (m, IH) : 
MS (+ve ESI) : 443 (M+H)*. 

Example 228 - Preparation of Compound No. 228 in Tahlf « 

An analogous reaction to that described in example 225. but starting with N- 
(rer/-butoxycarbonyl)-3-hydroxypyrrolidine methanesulphonate (21 mg. 0.079 mmol), 

20 and using caesium carbonate (108 mg, 0.33 mmol), in preference to potassium 
carbonate, yielded the title compound (30 mg, 82 % yield) as a white solid: 
'H-NMR (DMSO d.) : 10.22(s, IH). 9.46 (s. IH). 8.41 (m. IH), 7,97 (d. 2H. J = 8 
Hz). 7.84 (s, IH), 7.77 (m, 4H), 7.50-7.58 (m, 3H). 7.18 (s. IH). 5.21 (m. IH). 3.95 (s. 
3H), 3.64 (m, IK), 3J0-3.50 (m, 3H), 2.10-225 (m, 2H). 1.38 (s, 9H) : 

25 MS (+ve ESI) : 556 (M+H)*. 

N-(/er/-Butoxycarbonyl)-3.hydroxypyrrolidine methanesulphonate, used as the starting 
material was obtained as follows : 

Triethylamine (4.5 ml, 32.0 mmol) was added to a stirred solution of, N-(/cr/- 
butoxy-carbonyl)-3-hydroxypyrrolidine (2.00 g, 10.7 mmol) in diethyl etfier (100 ml) 
and the reaction was cooled to 0 'C before addition of methanesulphonyl chloride 
(1 .65 ml. 2 1 .4 mmol) and stirring for 2 hours, warming ftom 0 to ambient 
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temperature. The reaction was filtered, the filtrate was washed with 1 .0 N hydrochloric 
acid (100 ml) and with brine (100 ml) before being dried over magnesium sulphate. 
Solvent evaporation in vacuo yielded N-(tert-butoxycarbonyl).3-hydroxypyiTolidine 
methanesulphonate (2.9 g, 1 00 % yield) as a colourless oil : 
•H-NMR (DMSO d.) : 5.12 (br s. IH). 4.80 (m. 2H). 3.36-3.45 (m. 2H), 3.22 (s. 3H), 
2.10 (m.2H), 1.39 (S.9H). 

Example 229 - Prenflr ation of Compound No. 229 in Tahli. « 

An analogous reaction to that described in example 210, but starting with N- 
isopropyl-S-hydroxyazetidine (100 mg. 0.87 mmol) yielded the title compound (21 mg. 
10 % yield) as an off-whltc solid, after purification by reverse phase hplc : 
'H-NMR (DMSO d.) : 10.22 (s. IH). 9.45 (s. IH). 8.41 (m, IH). 7.97 (d, 2H, J = 8 
Hz), 7.82 (s, IH), 7.75 (m, 4H). 7.50-7.62 (m, 3H). 7.04 (s, IH), 5.02 (m. IH), 3.96 (s, 
3H), 3.42 (t, 2H, J - 7 Hz), 3.21 (s, 3H), 2.89 (m, IH). 2.78 (m. 2H). 2.60 (m. 2H), 
2.30-2.45 (m.2H), 1.81 (m, IH) : 
MS (-ve ESI) : 482 (M-H)\ 

Example 230 - Prepara tion of Compound No. 230 in Table ft 

An analogous reaction to that described in example 227, but starting witfi (2R)- 
(->glycidyl tosylate (4.87 g, 21.3 mmol), yielded tiie tide compound (5.15 g mg, 60 % 
yield) as a white solid : 

'H-NMR (DMSO d.) : 10.23 (s, IH), 9.46 (s. IH), 8.42 (s, IH), 7.95 (d. 2H), 7.85 (s, 
IH), 7.64-7.82 (m, 4H), 7.46-7.63 (m. 3H), 7.19 (s, IH), 4.53 (dd. IH), 3.93-4.02 (m. 
Hi), 3.97 (s,3H), 3.34-3.45 (m, IH). 2.87 (t, IH). 2.70-2.80 (m. IH) : 
MS (+ve ESI) : 443 (M+H)*. 

Example 231 - Prcnarati oa of Comnouad No. 2-11 in T«hi» o 

An analogous reaction to tfiat described in example 210, but starting with 4-((4. 
(N.benzoyl)^mlino)anilino)-6.metiloxy-7-(2-hydrx)xyethoxy)quinazoli^e (60 mg, 0.14 
mmol) and 2A2-trifluoroetfumol (0.104 ml. 0.417 mmol), yielded the title compound 
(14 mg, 20 % yield) as a white solid, after purification by flash chromatography on an 
sex column, eluting with 0-20% methanol in dichlorometiiane: 
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'H-NMR (DMSO d.) : 10.23 (s. IH). 9.45 (s. IH). 8.42 (s. IH), 7.95 (d, 2H). 7.85 (s. 
IH), 7.64-7.82 (m. 4H), 7.46-7.63 (m. 3H). 7.19 (s, IH). 4.25-4.35 (m. 2H), 4.19 (t. 
2H). 3.98-4.05 (m. 2H), 3.96 (s, 3H) : 
MS(-veESI):443(M-H)-. 

Example 232 - Pr eparation of Compound No. 232 in Tabic 9 

Trifluroracetic acid (1.5 ml) was added to a stirred solution of with 4-((4-(N- 
ben2oyl)-amino)anilino)-6-methoxy-7-<(N-tert-butoxycarbon>1)-2- 
aininoethoxy)quina2oline (35 mg, 0.066 mmol) and the leaction stiired for 1 hour at 
ambient temperature. The volatiles were removed in vacuo, water (1 ml) was added 
and thai the reaction was neutralised by addition of saturated aqueous sodium 
hydrogen carbonate solution. The solid which precipitated was collected by suction 
filtration and washed with diethyl ether and water. Drying in vacuo yielded the titie 
compound as an ofif-wfaite solid (25 mg, 88 % yield) : 

'H-NMR (DMSO d.) : 10.20 (s, IH), 9.40 (s, IH), 8.39 (s. IH), 7.92 (d. 2H. J = 7 Hz). 
7.79 (s, IH), 7.73 (d. 2H, J = 8 Hz), 7.67 (d, 2H, J = 8 Hz). 7.46-7.56 (m, 3H), 7.1 1 (s. 
IH), 4.04 (t, 2H, J = 7 Hz), 3.91 (s. 3H). 2.90 (m. 2H), 1.55-1.72 (m, 2H) : 
MS (+ve ESI) : 431 (M+H)+. 

Example 233 - Prepa ration of Compound No. 233 in Tabic 9 

An analogous reaction to that described in example 232, but startii^ with 4-((4- 
(N-benzoyl)-amino)anilino)-6-methoxy-7-((N-tert-butoxycarbonyl)-3- 
pyrrolidinoxy)quinazoline (20 mg, 0.036 mmol), yielded the title compound (20 mg. 
98 % yield) as an off-w^ite solid : 

'H-NMR (DMSO d.): 10.34 (s. lH).9.18(m, lH).8.72(s, lH),8.05(s, lH),7.97(d, 
2H, J =8 Hz), 7.85 (d, 2H, J« 8 Hz), 7.63 (d. 2H, J = 8 Hz). 7.50-7.59 (m, 3H), 7.38 
(s, IH). 5 J5 (m, IH), 3.99 (s, 3H), 3.24-3.64 (m, 5H), 2.21 (m, 2H) : 
MS (+ve ESQ : 456 (M+H)f . 

Example 234 - Pranar atioB of Compound N«. 234 in Table 9 

An analogous reaction to that described in example 232, but starting with 4-((4- 
(N-benzoyI)-amino)amlino)-6-methoxy-7-(((N-tert-butoxycarbonyl)-2- 
pyrrolidine)methoxy)quinazoline (453 mg, 0.79 mmol), yielded the tiUe compound 
(5 1 5 mg, 93 % yield) as an off-white solid : 
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'H.NMR(DMSOdO: 10.36 (s. lH).9.30(m. lH).8.90(s. lH),8.76(s. IH),8.10(s. 
IH). 7.98 (d. 2H. J = 8 Hz), 7.86 (d. 2H. J - 8 Hz). 7.63 (d, 2H. J = 8 Hz). 7.51-7.60 
(in.3H).7.34(s. lH).4.44(in. lH).4.36(m. lH).4.09(m. IH). 4.00 (s.3H). 3.24 (m. 
2H), 1.80-2.21 (m.4H): 
MS (+ve ESI) : 470 (M+H)+. 

Example 23S - Propn ration of Compound No. 235 in Tahle 9 

An analogous reaction to that described in example 232, but starting with 4-((4- 
(N.benzoyl)-amino)anilino)-6-methoxy-7-(((N-tert-butoxycarbonyl)-4. 
piperidine)methoxy)quinazoline (1.53 g, 3.19 mmol). yielded the UUe compound (1.00 
g, 54 % yield) as an ofT-white solid : 

'H-NMR (DMSO d,) : 1 0.36 (s. IH). 8.78 (s. IH). 8.62 (m. IH). 8.35 (m, IH). 8.07 (s. 
IH). 7.98 (d. 2H. J = 8 Hz). 7.88 (d. 2H, J = 8 Hz), 7.50-7.65 (m. 5H). 7.32 (s, IH). 
4.10 (d. 2H. J = 8 Hz). 3,98 (s. 3H). 3.37 (m, 2H), 2.95 (m. 2H). 2.18 (m, IH). 1.92 
(m.2H), I.50(m,2H): 
MS (+ve ESI) : 482 (M+H)f . 

Example 236 - Pranar ation of Campound No. 216 in Table 9 

An aqueous solution of paraformaldehyde (1 ml of a 40% w/v solution) was 
added to a stined solution of 4-((4-(N-benzoyl)amino)anilino)-6-methoxy-7-(4- 
piperidinoxy)quinazoIine (100 mg, 0.143 mmol) in formic acid (2 ml) and the reaction 
was stirred for 16 hours at ambient temperature. The reaction was heated to 95 "C for 
45 minutes, then cooled and absorbed onto silica gel. Purification by flash 
chromatography on silica gel, eluting with 0-6% methanol in dichloromethane, yielded 
the title compound (32 mg, 48 % yield) as an off-white soUd : 
'H-NMR (DMSO dj : 10.22 (s. IH). 9.42 (s. IH), 8.40 (m. IH). 7.97 (d. 2H. J = 8 
Hz). 7.83 (s. IH). 7.77 (m. 4H). 7.50-7.58 (m. 3H). 7.19 (s. IH), 3.98 (s, 3H). 3.96 (m. 
IH), 2.68 (s. 3H). 2.23 (m, 2H). 2.00 (m. 2H). 1.69 (m. 2H) : 
MS (4A« ESI) : 484 (M+H)f . 

Example 237 - Prenarati on of Comnnqnd No. 237 in TahiA O 

An analogous reaction to that described in example 236. but starting with 4-((4- 

(N-ben2oyI)-amino)anilino>6-methoxy-7-(2-pyrrolidinomethoxy)quinazoline (3 1 0 
mg, 0.54 mmol). yielded the tide compound (47 mg, 18 % yield) as a yellow solid : 
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'H-NMR (DMSO <« : 10.22 (s. IH). 9.44 (s. IH). 8.41 (ra. IH), 7.97 (d. 2H. J = 8 
Hz), 7.82 (s, IH). 7.75 (m. 4H). 7.50-7.58 (m, 3H). 7.1 8 (s. IH). 4.06 (q. IH. J = 7 
Hz). 4.01 (q. IH. J = 7 Hz). 3.95 (s. 3H). 3.00 (s. 3H). 2.95 (m. IH). 2.65 (m. 2H). 
2.21 (m. IH), 1.98 (m, IH), 1.62-1.75 (m. 2H) : 
MS (+ve ESI) : 484 (M+H)*. 

Example 238 - Prcnn ration of Compound No. 238 in Tahle Q 

An analogous reaction to that described in example 236, but starting with 4<(4. 
(N-benzoyl)-amino)anilino)-6-methoxy.7K3-pynolidinoxy)quinazoline (100 mg, 
0.146 mmol), yielded the tide compound (32 mg, 48 % yield) as a yellow soUd : 
•H-NMR (DMSO d^ : 10.22 (s. IH). 9.44 (s. IH). 8.41 (m, IH), 7.97 (d. 2H. J = 8 
Hz), 7.82 (s, IH). 7.75 (m. 4H), 7.50-7.59 (ra. 3H). 7.05 (s, IH), 5.02 (m, IH), 3.95 (s, 
3H), 2.70-2.83 (m, 3H). 2 J9 (m, 2H), 2.30 (s, 3H). 1.83 (m, IH) : 
MS (4ve ESO : 470 (M+H)+. 

Example 239 - Prenarat jon of Comnound No. 2^9 in TaM^ o 

Methane sulphonyl chloride (27 mg. 0.24 mmol) was added to a stiircd 
solution of 2-methoxyethanol (18 mg, 0.24 mmol) and trietiiylamine (33 mg. 0.33 
mmol) in tetrahydrofiiran (1 ml) and tfic reaction was stiired at 0 »C for 1 hour. A 
solution of 4-((4-(N-benzoyl)-amino)anilino)-6-methoxy.7-(N.methyl-3- 
amihopn>poxy)quinazoline (100 mg, 0.22 mmol) in dimethylacetamide (1 ml) was 
added and die reaction was stirred at 60 «C for 16 hours. After cooling to ambient 
temperature, saturated aqueous sodium hydrogen carbonate solution (5 ml) was added 
and die organic material was extracted into ethyl acetate (3 x 10 ml). After solvent 
evaporation in vacuo, purification 1^ flash chromatography on siUca gel, eluting with 
5-10% methanol in dichloromethane yielded the title compound (26 mg, 23 % yield) as 
a pale yellow solid: 

•H-NMR (DMSO d6) : 10.20 (s, IH), 9.40 (s, IH), 8.40 (s, IH). 8.00 (d. 2H). 7.81 (s, 
IH), 7.60-7.70 (m, 4H). 7.40-7.50 (m. 3H). 7.10 (s, IH). 4.20 (t, 2H). 3.98 (s. 3H). 
3.30-3.40 (m. 2H). 3.10 (s, 3H). 2.52 (m. 4H). 2.20 (s. 3H). 1.90 (t, 2H) : 
MS(+veES0:5l6(M+H)*, 
MS(-veES0:514(M-H)-. 
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EMmoie 240 - Preparation of Comnound No. 240 in T»hU 0 

Acetyl chloride (38 mg, 0.48 mmol) was added to a stined solution of 4-{(4- 
(N-benzoyl)-amino)anilino)-6-methoxy-7<N-methylO-aiiunopropoxy)quinazoH 
(100 mg, 0.22 mmol) and triethylamine (49 mg, 0.48 mmol) in dimethylacetamide (1 
5 ml) and the reaction was stirred at ambient temperature for 16 .hours. Brine (10 ml) 
was added, the resultant precipitate was collected by suction filtration and taken up in 
methanol (0.5 ml). Addition of diethyl ether (5 ml) caused a solid to precipitate and 
drying of this solid in vacuo yielded the title compound (80 mg, 73 % yield) as a pale 
yellow solid : 

10 'H-NMR (DMSO d6) : 10.65 (s, IH), 10.00 (s. IH), 8.25 (s, IH). 8.00 (d, 2H). 7.80 
(dd, 4H); 7.45-7.60 (m. 3H), 7.30 (s, IH). 4.30 (t. 2H), 4.0 (s, 3H), 3.50 (t, 2H). 2.00- 
2.20 (m,2H), 1.90 (s,3H): 
MS (+ve ESI) : 500 (M+H)* 
MS (-ve ESI) : 498 (M-H)*. 
•5 EMmoie 241 - Prenara tion of Compound No. 241 in Table 9 

An analogous reaction to tfiat described in example 240, but starting with N,N- 
dimethyl-carbamoyl chloride (0.044 ml, 0.048 mmol), yielded the Utie compound (55 
mg, 48 % yield) as a white solid, after purification by flash chromatography on silica 
gel, eluting with 5-10% methanol in dichloromethane : 
20 'H-NMR (DMSO ds) : 10.22 (s, IH). 9.40 (s, 1 H), 8.40 (s, IH), 8.0 (d. 2H). 7.81 (s. 
IH), 7.75 (dd, 4H); 7.50-7.60 (m, 3H), 7. 10 (s, IH), 4.20 (t, 2H), 3.98 (s. 3H). 3.20- 
3.30 (m, 2H). 2.80 (s, 3H). 2.70 (s, 6H), 1.90-2.10 (m. 2H) : 
MS (+ve ESI) : 529 (M+H)* 
MS (-ve ESI) : 527 (M-H)\ 
2S Example 242 - Prenamt ion of Comnound No. 242 in Table 9 

An analogous reaction to that described in example 225, but starting with 2- 
bromoethanol (0.03 Iml, 0.44 mmol), and using sodium iodide (66 mg, 0.44 mmol) as a 
catalyst, yielded the tide compound (1 7 mg, 23 % yield) as a pale yellow solid: 
'H-NMR (DMSO d6) : 10.22 (s. IH). 9.45 (s. IH), 8.41 (s, IH). 7.97 (d, 2H. J = 8 Hz), 
30 7.84 (s. IH), 7.76 (m. 4H). 7.50-7.58 (m, 3H), 7.07 (s. IH). 5.06 (m. IH), 4.55 (m. 
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IH). 3.96 is, 3H), 3.51 (q. 2H. J = 7 Hz). 3.03 (m, IH), 2.83-2.97 (m, 2H), 2.38-2.67 
(m,4H). 1.82-1.90 (m, IH) : 

Example 243 - Prep aration of Compound No. 243 in Tahl* 0 

An analogous reaction to that described in example 225, but starting with 2- 
bromoethyl ethyl ether (0.012 ml. 0.13 mmol). yielded the titie compound (23 mg, 13 
% yield) as a white solid, after purification by flash chromatography on siUca gel, 
eluting with 5% methanol in dichloromediane : 

•H-NMR (DMSO d.) : 10.22 (s, IH). 9.45 (s, IH), 8.41 (s. IH). 7.97 (d, 2H. J = 8 Hz). 
7.83(8, IH). 7.76 (m. 4H). 7.50-7.60 (m. 3H). 6.91 (s, IH). 4.90 (m, IH). 3.96 (s, 3H), 
3.73 (m, 2H), 3.04 (m, 2H), 2.34 (m, IH), 0.87 (d. 6H. J = 7 Hz) : 
MS(-veESI):512(M-H)- 

Example 244 - Prcnfl ration of rnmoound Nn. 244 in Tahle Q 

An analogous reaction to that described in example 225. but starting witii 
bromoacetonitrile (0.024 ml. 0.35 mmol) yielded the titie compound (9 mg, 16 % yield) 
as a white solid, after purification by reverse phase hplc : 

'H-NMR (DMSO d.) : 10.22 (s. 1 H). 9.45 (s, IH), 8.41 (s. IH), 7.96 (d, 2H, J = 8 Hz), 
7.83 (s. IH). 7.76 (m. 4H). 7.49-7.59 (m. 3H). 7.09 (s. IH), 5.12 (m, IH). 3.95 (s. 3H), 
3.87 (S.2H). 2.98 (m. IH). 2.84 (m.2H). 2.40-2.58 (m.2H). 1.87-1.94 (m. IH) : 
MS (+ve ESI) : 495 (M+H)* 

Example 245 - Prenarat jon of Compound No. 24S in Table 9 

An analogous reaction to that described in example 225. but starting with 2- 
bromoethyl methyl ether (0.009 ml. 0.09 mmol) yielded the title compound (10 mg, 22 
% yield) as a vAutc solid : 

•H-NMR (DMSO d.) : 10.22 (s, IH), 9.45 (s, IH). 8.41 (s. IH). 7.96 (d. 2H. J = 8 Hz). 
7.82 (s. IH). 7.77 (m,4H), 7.50-7.58 (m,3H). 7.21 (s. lH).4.60(m. lH).3.95(s.3H). 
3.47 (m. 2H). 3.24 (s, 3H). 2.82 (m. 2H). 2.35-2.69 (m. 4H). 2.03 (m, 2H), 1.70 (m. 
2H): 

MS(-veESl):526(M-H)- 
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Example 246 - Prenfl ration of Cnmpound No. 246 in Tabtc 0 

An analogous reaction to that described in example 225, but starting with 
bromoacetonitrile (0.009 ml, 0.09 mmol), yielded the tiUe compound (25 mg, 55 % 
yield) as an off-white solid : 

•H-NMR (DMSO d.) : 10.22 (s. IH), 9.43 (s. IH). 8.41 (s. IH). 7.96 (d, 2H). 7.82 (s. 
IH), 7.76 (m. 4H), 7.49-7.58 (m. 3H). 7.24 (s, IH), 4.66 (m. IH). 3.96 (s, 3H), 3.74 (s, 
3H), 2.77 (ra, 2H). 2.45 (m. 2H), 2,09 (m. 2H), 1.74 (m. 2H) : 
MS (+ve ESO : 509 (M+H)+. 

Example 247 - Prena ration of Comnonad Nn. 247 in Tahl*. 0 

An analogous reaction to that described in example 225. but starting with 
cyclopropyhnethyl bromide (0.042 ml, 0.43 mmol). yielded the tide compound (25 mg, 
33 % yield) as an off-white solid, after purification by reverse phase hplc : 
'H-NMR (DMSO d^: 10.13 (s. lH),9.34(s, lH).8.32(s, IH). 7.96 (d.2H). 7.75 (s, 
IH), 7.64 (m, 4H), 7.40-7.49 (m, 3H), 7.05 (s. IH), 3.98 (m. IH). 3.94 (s, 3H), 3.09 
(m, IH). 2.81 (m. IH), 2.72 (m, IH). 2.10-2.24 (m, 2H), 1.84 (m. 1H>. 1.56-1.69 (m. 
3H), 0.79 (m, IH), 0.32 (m, 2H), 0.01 (m, 2H) : 
MS (+ve ESO : 524 (M+H)+. 

Example 248 - Prenarari on of Compound No. 248 in TaM> O 

An analogous reaction to that described in example 225. but starting with 

cyclobutylmethyl bromide (0.048 ml, 0.43 mmol), yielded the title compound (39 mg, 

5 1 % yield) as an off-white solid, after purification by reverse phase hplc : 

•H-NMR (DMSO d.) : 10.22 (s, IH), 9.43 (s, IH). 8.42 (s, IH), 7.96 (d. 2H). 7.84 (s, 

IH). 7.70-7.80 (m. 4H), 7.48-7.63 (m, 3H). 7.15 (s. IH). 3.90-4.07 (m. 2H), 3.95 (s. 

3H). 2.92-3.05 (m.2H). 2.80-2.92 (m. I H). 2.3 1-2 JO (m,2H), 2.1 2-2.27 (m. IH). 
1.53-2.08 (m, lOH) : 

MS(+veESI):538(M+H)+. 

Example 249 - Prcnara«« n of Compound No. 249 in TuMp 0 

An analogous reaction to that described in example 225. but starting witii 
bromoethanol (0.030 ml. 0.43 mmol), yielded tfie tiUe compound (1 6 mg. 22 % yield) 
as an off-white solid, after purification by reveise phase hplc : 
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'H-NMR (DMSO d.) : 10.22 (s. IH), 9.43 (s, IH). 8.41 (s. IH), 7.97 (d. 2H), 7.82 (s, 
IH), 7.76 (m, 4H), 7.48-7.61 (m'. 3H). 7.17 (s. IH), 4.38 (m. 2H), 4.06 (m. IH). 3.96 
(s. 3H), 3.50 (m, 2H). 2.91-3.1 1 (m. IH), 2.27-2.40 (m, 2H), 1.92 (m. IH). 1.60-1.78 
(m.3H): 

MS (+ve ESI) : 5 14 (M+H)+. 

Example 250 - Pren aration of Compound No. 250 in Tahlg ^ 

An analogous reaction to diat described in example 225, but starting with (2- 
chloroethyl)ethyl sulphide (0.050 ml, 0.43 mmol). yielded the tide compound (32 mg, 
40 % yield) as an off-white solid, after purification by reverse phase hplc : 
'H-NMR (DMSO dO ; 10.22 (s, IH), 9.43 (s. IH), 8,41 (s, IH), 7.97 (d, 2H), 7.82 (s, 
IH), 7.77 (m. 4H). 7.50-7.59 (m. 3H). 7.16 (s. IH). 4.00 (m, 2HX 3.95 (s, 3H), 3.05- 
3.15 (m, 2H), 2.98 (m. IH), 2.50 (m, 2H). 2.46 (s, 3H). 2.30 (m, IH). 1.94 (m. IH). 
1.59-1.75 (m, 3H), 1 .15 (t. 3H, J = 7 Hz) : 
MS (+ve ESI) : 558 (M+H)+. 

Example 251 - Prcnarfl tion of Comnound No. 2S1 in Table 9 

An analogous reaction to that described in example 225, but starting with 
cyclopropylmelhyl bromide (0.063 ml, 0.64 mmol), yielded die title compound (6 mg, 
6 % yield) as an off-white solid, after purification by reverse phase hplc : 
'H-NMR (DMSO d,) : 10.18 (s, IH), 9.39 (s, IH), 8.36 (s, IH), 7.91 (d, 2H). 7.78 (s, 
IH). 7.64-7.75 (m, 4H). 7.41-7.57 (m. 3H), 7.08 (s, IH), 3.95 (d, 2H), 3.91 (s, 3H), 
2.87-2.99 (m.2H). 2. 11 (d.2H), 1.82-1.95 (m,2H), 1.64-1.82 (m, 3H), 1.21-1.39(m. 
2H). 0.70-0.85 (m, IH). 0.34-0.45 (m,"2H), 0.00 (m, 2H) : 
MS (-ve ESI) : 536 (M-H)'. 

Example 2.^ . Prepflrat jon of Comnound No. 2S2 in Table 9 

An analogous reaction to that described in example 225, but starting witfi 2- 
bromoethanol (0.046 ml, 0,64 mmol), yielded the tiUe compound (38 mg, 33 % yield) 
as an off-white solid : 

'H-NMR (DMSO d.) : 10.22 (s. IH), 9.44 (s, IH). 8.41 (s. IH). 7.95 (d. 2H). 7.83 (s, 
IH), 7.70-7.81 (m. 4H). 7.48-7.62 (m. 3H), 7.13 (s. IH), 4.30 (t, IH). 3.98 (d, 2H), 
3.95 (s. 3H). 3.47 (q. 2H). 2.84-2.94 (m, 2H), 2.37 (t. 2H), 1.90-2.03 (m, 2H). 1 .69- 
1 .86 (m,3H), 1 .20-1 .45 (m. 2H) : 
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MS (+ve ESO : 528 (M+H)+. 

Example 2S3 - PrcparaH on of Compound No. 2fa jp Table Q 

An analogous reaction to that described in example 225, but starting with (2- 
bromoethyI>cthyl ether (0.061 ml, 0.64 mmol), yielded the title compound (73 mg, 62 
5 % yield) as a v^te solid : 

'H-NMR (DMSO d.) : 1022 (s. IH). 9.44 (s. IH). 8.42 (s. IH), 7.95 (d. 2H), 7.84 (s, 
IH), 7.70-7.82 (m, 4H). 7.47- 7.62 (m. 3H), 7.13 (s, IH), 3.98 (d, 2H), 3.95 (s. 3H), 
3.42 (t. 2H). 3.22 (s. 3H), 2.85-2.95 (m. 2H). 2.39-2.55 (m. 2H). 1.92-2.05 (m, 2H), 
1 .68-1 .87 (m, 3H), 1 .23-1 .43 (m, 2H) : 
10 MS (+ve ESI) : 542 (M+H>f . 

Example 2S4 - Preparation o f Compound No. 2S4 in Tahii. Q 

An analogous reaction to that described in example 225, but starting with 
bromoacctonitrilc (0.045 ml, 0.64 mmol). yielded the tide compound (38 mg, 35 % 
yield) as an ofF-vMte solid : 
15 'H-NMR (DMSO d.) : 10.31 (s, IH). 8.63 (s, IH), 7.97 (s. IH), 7.95 (d, 2H). 7.84 (d, 
2H). 7.67 (d, 2H), 7.48-7.63 (m. 3H). 7.20 (s, IH), 4.05 (d, 2H), 3.97 (s, 3H), 3.70 (s. 
2H), 2.79-2.90 (m. 2H). 2.13-2.28 (m. 2H), 1.74-1.92 (m, 3H). 1.30-1.50 (m. 2H) : 
MS(.veESI):521(M-H)-. 

Example - Preparation of Compound No. 255 in T«hl«> Q 

20 ^ethyIthio)-6-methoxy-7-((4,5-dihydro-2-imidazolyl)methoxy)quinazoIine 
(56 mg, 0.181 mmol) was heated with 4-arainoben2anilide (192 mg, 0.905 mmol) in 
presence of paratoluenesulphonic acid (192 mg, 0.905 mmol) at 140 "C for 2 houra 
before solvent evaporation in vacuo. Purification by flash chromatography on silica 
gel, eluting with 10% methanol m^ichloromethane yielded tiie title compound (12 mg, 

25 14% yield) as a white solid: 

'H-NMR (DMSO dj) : 9.53 (s, IH), 8.45 (s. IH), 8.09 (t, IH), 7.99 (d, 2H). 7.91 (s, 
IH), 7.82 (d. 2H), 7.76 (d. 2H), 7.61 (dd. IH), 7.56 (t, 2H), 7.12 (s. IH), 4.71 (s. 2H). 
4.01 (s, 3H), 3.1 8 (q. 2H), 2.65 (t, 2H) ; 
MS(-veESI):468(M-H>. 

30 4-(Meti»ylthio)-6-methoxy-7-((4,5-dihydro-2-imidazoIyl)mctiioxy)quina2oline. used as 
Uie starting material, was obtamed as follows : 
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a) A solution of 4-(mcthylthio)<6-nicthoxy-7-hydroxyquinazoline (250 mg, 1 . 1 26 
mmol) in acetone (5 ml) was heated with bromoacetonitrile (0.12 ml, 1 .69 mmol) in 
the presence of potassium carbonate (233 mg, 1.69 mmol) at reflux for 16 hours. 
Water was added to the reaction mixture, which was extracted with ethyl acetate, the 

5 organic phase was washed with saturated brine, dried over magnesium sulphate, 
filtered, evaporated. Purification by flash chromatography on silica gel, eluting with 
5% methanol in dichloromethane yielded 4-(methyIthio)-6-methoxy-7* 
hydroxyquinazoHne (261 mg, 89 %) as a white solid:. 

'H-NMR (DMSO d6) : 8.90 (s, IH), 7.53 (s, IH), 7.27 (s. IH), 5.43 (s, 2H), 3,98 (s, 
10 3H),2.69(s,3H). 

b) Excess anhydrous hydrochloric acid m ethanol (1 ml) was added to a solution 
of 4-(methylthio)-6-methoxy-7-(cyanomethoxy)quinazoline (300 mg. 1*15 mmol) in 
dichloromethane (20 ml) and the reacdon was stirred for 20 hours at 4^C. The solvent 
was evaporated, ethjdene diamine (280 mg, 8.15 mmol) in ethanol (10 ml) was added 

15 to the residue, and the mixture was refluxed for 2 hours. Solvent evaporation in vacuo 
and purification by flash chromatography on silica gel, eluting with 5% methanol in 
dichloromethane, yielded 4-(methylthio)-6-methoxy-7-((4,5-dihydro-2- 
imida2olyl)methoxy)quinazoUne (56 mg, 22 % yield) as a \;^^te solid: 
'H-NMR (DMSO d^s) : 8.86 (s, IH), 8.09 (t, IH). 7^4 (s. 2H), 4,76 (s. 2H). 3.99 (s. 
20 3H), 3.14 (q. 2H), 2.69 (s, 3H), 2.61 (t, 2H). 

Example 256 > Prepararion of Compound Wo. 256 in Tabic 10 

4K(4-(N-ben2»yl)-amino)anilino)-6-metlK)xy-7-<2-bromoethoxy)quinaM 
(99 mg, 0.2 mmol) was added to a stined solution of thiophaie-2-methylamine (1 13 
mg. 1 .00 mmol) in dimethyacetamide (5 ml) and the reaction washeated at 60 for 
25 1 6 hours. After cooling to ambient temperature, the crude reaction mixture was 
adsorbed onto silica gel. Purification by flash chromatography, eluting with 0-10% 
methanol in dichloromethane, yielded the title compound (45.2 mg, 37 % yield) as an 
off-white solid : 

'H-NMR (DMSO d,) : 10.02 (s. IH), 9.22 (s, IH). 8.20 (s. IH), 7.73 (d, 2H, J = 7 Hz), 
30 7.64 (s. IH). 7.57 (d. 2H. J = 7 Hz). 7.51 (d, 2H, J = 7 Hz). 7.29-7,38 (m, 3H). 7.19 (d. 
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IH. J - 5 Hz). 6.80 (m. IHO. 6.75 (m. IH). 3.99 (m. 2H). 3.79 (s. 2H), 3.74 (s. 3H) 
2.79 (s,2H): 

MS (+ve EST) : 526 (M+H>+. 

4K(4-(N-ben2oyl)-amino)anilino>6-methoxy-7-(2-bro^^ used as 

• the starting material was obtained as follows : 

A mixture of potassium carbonate (1.67 g, 12.1 mmol), U^ibromoethane 
(2.33 ml, 25.9 mmol) and 4-((4-(N.ben2oyl)amino)anilino)^.methoxy.7- 
hydioxyquinazoline (1.0 g. 2.59 mmol) in dimethylfomiamlde(85 ml) was heated for 
1 8 hours at 85 -C. The reaction was cooled, filtered and the residue evaporated in 
vacuo. Tritunitionof the residue with methanol/diethyl ether yielded 4<(4<N. 

ben2oyl)^uiiino)aniUno)^methoxy.7^.bromoethoxy)qiiina2oIi (1.15 g, 91 o/, 
yield) as 8 white solid: 

•H-NMR(DMSOdO : 10.24 (s. IH). 9.47(s. IH). 8.43 (s. IH). 8.00 (m. 2H), 7.85 (s. 
IH). 7.76 (d. 2H. J - 7 Hz). 7.72 (d. 2H. J- 7 Hz). 7.55-7.64 (m. 3H), 7.18 (s. IH) 
4.20 (t. 2H. J = 7 Hz). 3.99 (s, 3H). 3.14 (m. 2H). 3.00 (m. 2H). 2.67 (m. 2H). 1.81 (s. 
3H): 

MS (+ve ESI) : 493 (M+H>f . 

Example 257 - Prenarari^n of Comnm.nri No. 257 in T«M^ in 

An analogous reaction to that described in example 256, but starting with N- 
acetyl ethylene-diamine (102 mg. 1.00 mmol). yielded the tiUe compouiid (69.4 mg, 58 
% yield) as a white solid : 

•H-NMR (DMSO d.) : 10.25 (s. IH). 9.47 (s. IH). 8.42 (s. IH), 7.96 (m. 2H). 7.88 (s. 
1 H). 7.74 (m, 4H), 7.48-7.57 (m. 3H), 7.20 (s. 1 H). 4.48 (t. 2H. J = 7 Hz). 3.98 (s. 3H) 
3.87(t.2H,J = 7Hz): 
MS (+ve ESI) : 515 (M+H>f . 

PMmple 258 ■ PreparaHnn f-^ mnounil Nn t..... 

An analogous reaction to that described in example 256. but starting with N.N- 
diisoprepyl^rthylenediamine (144 mg. 1 .00 mmol). yielded the tide compound (124.3 
mg, 97 % yield) as a white solid : 
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'H-NMRCDMSOd.): 10.18 (s, lH),937(s, lH).8.35(s. lH),7.90(d.2H. J = 7H2). 
7.80 (s, IH), 7.73 (d, 2H, J = 7 Hz). 7.68 (d, 2H. J = 7 Hz), 7.45-7.55 (m. 3H). 7.10 (s, 
IH), 4.12 (m, 2H), 3.88 (s. 3H), 2.82-2.95 (m, 6H). 2.44-2.61 (m. 2H), 0.88 (m, I2H) : 
MS (+ve ESI) : 557 (M+H)+. 
5 Example 2 59 - Prepararion of Compound No. 259 in Tahlc 10 

An analogous reaction to tfiat described in example 256, but stalling with 2- 
(methylthio).cthylamine (91 mg, 1.00 mmol), yielded the title compound (81 mg, 69 % 
yield) as a white solid: 

•H-NMR (DMSO d.) : 10.26 (s, IH), 9.49 (s, IH). 8.45 (s. IH). 8.00 (d, 2H, J = 8 Hz), 
10 7.89 (s. IH). 7.82 (d, 2H. J - 8 Hz), 7.78 (d. 2H. J = 8 Hz). 7.45-7.55 (m. 3H). 7.21 (s, 
IH), 4.24 (m. 2H), 3.99 (s. 3H), 3.09 (m. 2H), 2.92 (t. 2H. J = 7 Hz), 2.65 (t. 2H, J = 7 
Hz).2.10(s.3H): 
MS (-t-ve ESI) : 504 (M+H>f . 

Example 260 - Pr eparation of Compound No. 260 in Table in 
15 An analogous reaction to that described in example 256, but starting witii L- 

alaninamide hydrochloride (88 mg. 1.00 mmol), yielded the tiUe compound (15.9 mg. 
14 % yield) as a white solid: 
HPLC / LCMS (RT) : 5.29 min : 
MS (+ve ESI) : 50 1 (M+H)+. 
20 Example 261 - Prepara tion of Compound No. 261 in Tabic 10 

An analogous reaction to that described in example 256, but starting witii 
cyclopropyl-amine(57 mg, 1.00 mmol), yielded the titie compound (32.3 mg, 29 % 
yield) as an off-white solid : 

'H-NMR (DMSO d6) : 10.05 (s, IH), 9.24 («. H^, 8.21 <s. IH). 7.75 (d. 2H. J- 8 Hz), 
25 7.62 (s. IH). 7.58 (d. 2H, J = 8 Hz). 7.53 (d. 2H. J = 8 Hz). 7.30-7.39 (m. 3H). 6.97 (s. 
IH), 3.98 (m. 2H). 3.75 (s, 3H). 2.86 (m. 2H). 2.02 (m. IH). 0.20 (m. 2H). 0.07 (m. 
2H): 

MS (+ve ESI) : 470 (M+H)+. 
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Example 2 62 - Preparation of Compound No. 262 in Table 10 

An analogous reaction to that described in example 256, but starting with • 
cyclopropane- methylamine (71 mg, 1.00 mmol), yielded the tide compound (71.4 mg, 
63 % yield) as an ofiT-white solid : 

'H-NMR(DMSOd,): 10.09 (s. lH),9.30(s. lH),8.25(s, lH),7.79(d,2H, J = 8Hz), 
7.69(5, lH),7.60(d,2H.J = 8H2).7.55(d,2H,J = 8H2). 7.32-7,41 (m. 3H). 7.04 (s, 
IH), 4.08 (m. 2H). 3.80 (s, 3H), 2.92 (m, 2HX 2.40 (d. 2H, J = 7 Hz), 0.78 (m, IH), 
0.29 (ni,2H), 0.02 (m,2H): 
MS (+ve ESI) : 484 (M+H)+. 

Example 263 - Prepar ation of Compound No. 263 ui Table 10 

An analogous reaction to that described in example 256, but starting with 
cyclobulylamine (71 mg, 1.00 mmol), yielded the title compound (59.1 mg, 52 % 
yield) as an off-Miiite solid : 

'H-NMR(DMS0 d.) : 10.27 (s, IH). 9.50 (s, IH). 8.49 (s. IH), 8.01 (d. 2H, J = 8 Hz). 
7.89 (s, IH), 7.82 (d, 2H. J = 8 Hz). 7.77 (d, 2H, J = 8 Hz). 7.54-7.63 (m, 3H), 7.21 (s, 
IH), 4.24 (m, 2H), 4.00 (s, 3H), 3.42 (m, IH), 3.04 (m, 2H), 2.18 (m. 2H), 1.81 (m. 
2H). 1.59-1.76 (m.4H): 
MS (+ve ESI) : 484 (M+H)+. 

Example 264 - Prepa ration of Compound No. 264 in Table 10 

An analogous reaction to that described in example 256, but starting with 
cyclopentylamine (85 mg, 1.00 mmol), yielded the title compound (48.4 mg, 42 % 
yield) as an ofif-white solid : 

'H-NMR(DMSOd.): 10.28 (s, lH).9.50(s, IH).8.46(s, IH), 7.96 (d, 2H. J = 8 Hz), 
7.89 (s, 1 H), 7.82 (d. 2H. J = 8 Hz). 7.77 (d. 2H, J « 8 Hz), 7.52-7.63 (m, 3H), 7.23 (s, 
lH),4.25(t,2H.J = 7Hz),3.98(s,3H),3.25(m. IH). 3.09 (m. 2H). 1.83 (m.2H), 
1.69 (m. 2H), 1.54 (m, 2H). 1.40 (m, 2H) : 
MS (+ve ESI) : 498 (M+H)+. 

Eiample 265 - Prenara Hon of Compound No. 26S in Table 10 

An analogous reaction to that described in example 256, but starting with l-(3- 
aminopropyO-imidazole (125 mg. 1.00 mmol), yielded the title compound (96.4 mg, 
78 % yield) as an ofT-white solid : 
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•H-NMR (DMSO 4) : 10.25 (s. IH). 9.50 (s, IH). 8.46 (s. IH). 7.99 (d. 2H. J = 8 Hz). 
7.89 (s, IH), 7.82 (d, 2H, J = 8 Hz), 7.77 (d, 2H, J = 8 Hz). 7.52-7.63 (m, 3H), 7.20 (s. 
IH), 7,17 (d, IH. J = 7 Hz), 6.89 (s, IH), 4.19 (t, 2H, J = 7 Hz), 4.03 (m. 2H), 3.98 (s. 
3H), 2.96 (m, 2H), 2.52 (m. 2H). 1.88 (m, 2H), 1.79 (m, 2H), 1.54 (m, 2H), 1.40 (m, 
2H): 

MS (+ve ESI) : 538 (M+H)+. 

EKampie 266 - Preparation of Compound No. 266 in Table 10 

An analogous reaction to that described in example 256, but starting with 
cyclohexylamine (99 rag, 1 .00 mmol), yielded the title compound (78.9 mg, 67 % 
yield) as an off-white solid : 

•H-NMR (DMSO dO : 10.07 (s. IH). 9.31 (s, IH), 8.26 (s. IH), 7.79 (d, 2H, J = 8 Hz). 
7.72 (s, IH), 7.61 (d, 2H, J = 8 HzX 7.56 (d, 2H, J = 8 Hz), 7J4-7.44 (m, 3H), 7.05 (s, 
IH), 4.14 (m, 2H), 3.80 (s, 3H). 3.05 (m. 2H), 2.69 (m. IH), 1.80 (m, 2H), 1.69 (m, 
IH), 1.55 (m, 3H), 1.41 (m. 2H), 0.90-1.16 (m, 4H) : 
MS (+VC ESI) : 5 12 (M+H)+. 

Example 267 - Preparation of Compound No. 267 in Table 10 

An analogous reaction to that described in ^cample 256, but starting with 4- 
aminocyclo-hexanol(1 1 5 mg, 1 .00 mmol). yielded the tiUe compound (67.5 mg, 55 % 
yield) as an ofT-white solid : 

'H-NMR (DMSO d.) : 10.26 (s, IH). 9.47 (s. IH), 8.44 (s, IH). 7.98 (d, 2H, J = 8 Hz). 
7.86 (s. IH). 7.83 (d. 2H. J = 8 Hz), 7.79 (d. 2H, J = 8 Hz). 7.54-7.63 (m, 3H), 7.20 (s, 
IH), 4.19 (t, 2H. J = 7 Hz). 3.99 (s. 3H). 3.37 (m. IH), 3.01 (m. 2H), 2.57 (m, IH), 
1.80-1.94 (m, 2H), 1.41-1.66 (m, 4H), 1.19 (m, IH), 1.06 (m, IH) : 
MS (+ve ESI) : 528 (M+H)+. 

Example 2 68 - Preparation of Compound No. 268 in Table 1 

An analogous reaction to that described in example 256, but starting with 
qrclohexane-methylamine (1 13 mg, 1 .00 nunol), yielded the title compound (80.4 mg, 
66 % yield) as an o£f-white solid : 

'H-NMR(DMSOd.): 10.07 (s. lH).9.30(s. lH).8.26(s. 1H).7.81 (d, 2H, J = 8 Hz). 
7.69 (s. IH). 7.64 (d, 2H, J = 8 Hz), 7.59 (d, 2H, J = 8 Hz), 7.33-7.43 (m, 3H), 7.00 (s, 
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IH). 4.02 (t, 2H. J = 7 Hz), 3.79 (s, 3H), 2.80 (m. 2H), 2.29 (in. 2H). 1.40-1.60 (m. 
5H), 1 .24 (m, IH), 1 .01 (m, 3H). 0.72 (m, 2H) : 
MS (+ve ESI) : 526 (M+H)+. 

Example 269 - Prcp aratfon of Compound No. 269 in Table 1 

An analogous reaction to that described in example 256, but starting with 2- 
amino-2-methyI-l,3-propanediol (105 mg, l.OOmmoI), yielded the tide compound 
(54.9 mg, 46 % yield) as an ofT-white solid : 

'H-NMR (DMSO d.) : 10.26 (s, IH), 9.50 (s, IH), 8.43 (s, IH), 8.00 (d, 2H, J = 8 Hz). 
7.89 (s. 1 H). 7.84 (d. 2H. J = 8 Hz). 7.79 (d. 2H. J = 8 Hz). 7.54-7.63 (m, 3H). 7.20 (s, 
IH), 4.55 (m, 2H). 4.22 (m. 2H). 4.00 (s, 3H). 3.32 (m. 4H). 3.07 (m, 2H). 0.99 (s. 
3H): 

MS (+ve ESI) : 518 (M+H)+. 

Example 270 - Prepar ation of Compound No. 270 in Table 1 

An analogous reaction to that described in example 256, but starting with tris- 
(hydioxy-methyl)methylamine (121 mg. 1.00 mmol). yielded the title compound (15. 1 
mg. 12 % yield) as an off-white solid : 

•H-NMR (DMSO dO : 10.05 (s, IH), 9.29 (s, IH). 8.23 (s. IH). 7.79 (d. 2H. J = 8 Hz), 
7.69 (s, IH). 7.57 (d. 2H. J = 8 Hz). 7.52 (d. 2H. J = 8 Hz). 7.34-7.40 (m. 3H), 7.00 (s, 
IH), 4.10 (m. 2H), 3.78 (s, 3H), 3.30 (m. 6H) : 
MS (+ve ESI) : 534 (M+H)+. 

Example 271 - Prenar ation of Compound No. 271 in Table 10 

An analogous reaction to that described in example 256. but starting witii 2- 
amino-2-ethyI.l,3-ptopanediol (119 mg, 1.00 mmol), yielded the title compound (59.1 
mg. 48 % yield) as an off-white solid : 

'H-NMR PMSO dO : 10.27 (s, IH). 9.49 (s, IH). 8.45 (s, IH). 8.00 (d. 2H. J = 8 Hz). 
7.89 (s. IH). 7.83 (d. 2H. J = 8 Hz). 7.78 (d, 2H. J = 8 Hz). 7.55-7.64 (m. 3H). 7.20 (s. 
IH). 5.10 (m. IH), 4J3 (m, 2H), 4.19 (m. 2H), 3.96 (s. 3H), 3.30-3.45 (m. 4H). 2.95 
(m, 2H), 1.52 (m. IH), 1 J6 (m. IH), 0.83 (t, 3H, J = 7 Hz) : 
MS (+ve ESI) : 532 (M+H)+. 
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Eaampie 272 - Prepanition of Compound No. 272 in Tnhi^ in 

An analogous reaction to that described in example 256. but starting with (S)- 
leucinol (1 17 mg, 1.00 mmol), yielded the title compound (109.9 mg, 90 % yield) as 
an off-white solid : 

5 'H-NMRpMSOd.): 10.03 (s, lH).9.23(s. 1H).8.21 (s. lH),7.75(d.2H, J = 8H2), 
7.64 (s. IH), 7.55 (d. 2H. J = 8 Hz). 7.52 (d. 2H, J = 8 Hz). 7.29-7.39 (m. 3H). 6.97 (s.' 
IH). 4.38 (m, IH). 3.95 (t, 2H. J = 7 Hz), 3.73 (s. 3H), 2.93 (m. 2H), 2.79 (m, IH), 
2.53 (m. 2H), 1 .50 (m, 2H), 0.85-1.03 (m. 2H), 0.65 (d, 6H, J = 7 Hz) : 
MS (+ve ESI) : 530 (M+H)+. 

Example 273 - Prenainti nn of ComnoHnd No. m In Table 10 

An analogous reaction to that described in example 256, but starting with 2- 
(aminomcthyI)-l.ethylpyrtolidine (128 mg, 1.00 mmol), yielded the tide compouiid 
(1 13. 1 mg, 91 % yield) as an off-white solid : 

'H-NMR(DMSOd.): 10.27 (s. lH).9.49(s. lH).8.44(s, IH). 7.98 (d. 2H, J = 8 Hz). 
15 7.88 (s. IH), 7.81 (d, 2H. J = 8 Hz), 7.76 (d. 2H, J = 8 Hz). 7.52-7.63 (m. 3H). 7.21 (s. 
IH), 4.20 (m. 2H). 3.99 (s. 3H), 3.05 (m. 2H), 2.79 (m, 2H). 2.40-2.65 (m, 2H), 2.05- 
2.22 (m, 2H). 1.82 (m, 3H). 1.55-1.68 (m, 2H), 1.01 (t, 3H, J = 7 Hz) ; 
MS (+ve ESI) : 541 (M+H)+. 

Example 274 - Preparation of Comnound No. 274 In Table 1 

An analogous reaction to tiiat described in example 256, but starting widi l-(3. 
aminopiopyl)-2-pynolidinone (142 mg. 1.00 mmol), yielded tiie title compound (127.2 
mg, 100 % yield) as an off-white solid : 

•H-NMR (DMSO <y ; 10.27 (s, IH). 9.48 (s, IH), 8.45 (s. IH), 7.99 (d, 2H, J = 8 Hz), 
7.89 (s. IH), 7.81 (d, 2H. J = 8 Hz). 7.76 (d, 2H, J = 8 Hz), 7.54-7.63 (m, 3H). 7.20 (s.' 
2S IH), 6.61 (m. IH). 4.22 (t, 2H, J » 7 Hz), 3.99 (s, 3H), 3.22 (t, 2^ J = 7 Hz). 2.97 (m. 
2H). 2.93 (m. 2H). 2.20 (m. 2H), 1.92 (m, 2H), 1.60 (m. 2H) : 
MS (4ve ESI) : 555 (M+H)^. 

Example 27^ . Pr^'paraHop of C ompound No. 275 In Table I 

An analogous reaction to tiiat described in example 256. but starting witii 
30 tetrahydrofur£uiyl-amine(101 mg. 1.00 mmol). yielded the tiUe compound (87.4 mg. 
74 % yield) as an off-white solid : 
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'H-NMR (DMSO d.) : 10.29 (s. IH). 9.51 (s. IH). 8.47 (s. IH), 8.00 (d. 2H, J = 8 Hz), 
7.89 (s. IH). 7.83 (d. 2H. J = 8 Hz). 7.78 (d. 2H. J = 8 Hz). 7.55-7.64 (m. 3H). 7.21 (s. 
IH). 4.22 (t, 2H. J = 7 Hz). 4.00 (s, 3H). 3.95 (m. IH). 3.80 (m. IH). 3.65 (m, IH). 
3.04 (m. 2H), 2.71 (m. 2H), 1.80-2.01 (m, 2H), 1.57 (m. 2H) : 
5 MS (+ve ESO : 514 (M+H)+. 

Example 276 - Preparatio n of Comnound No, 276 in Table 10 

An analogous reaction to that desoibed in example 256, but starting with 
isonipecotamide (128 mg, 1.00 mmol), yielded the title compound (76.4 mg. 61 % 
yield) as an off-white solid : 
10 'H-NMR (DMSO d^ : 10.25 (s, IH). 9.45 (s. IH), 8.44 (s, IH). 7.98 (d. 2H. J « 8 Hz), 
7.86(s, 1H).7.81 (d,2H.J = 8Hz),7.76(d.2H, J=8Hz), 7.52-7.63 (m,3H), 7.21 (s. 
IH), 7.19 (s. IH). 6.71 (s, IH), 4.26 (t, 2H. J = 7 Hz), 3.98 (s, 3H), 3.00 (m. 2H). 2.74 
(m, 2H), 2.06 (m, 3H). 1.70 (m, 2H), 1 .59 (m. 2H) : 
MS (+ve EST) : 541 (M+H)+. 
'5 Example 277 - Prepara tion of Compound No. 277 In Table 10 

An analogous reaction to that described in example 256, but starting with 4-(2- 
aminoethyl)-morpholine (130 mg, 1.00 mmol). yielded the tide compound (120.7 mg, 
97 % yield) as an off-white solid : 

'H-NMR (DMSO d.) : 10.25 (s. IH), 9.47 (s. IH), 8.42 (s, IH), 7.97 (d, 2H, J = 8 Hz), 
20 7.85 (s, IH), 7.81 (d. 2H. J = 8 Hz). 7.76 (d, 2H, J = 8 Hz), 7.52-7.63 (ni, 3H), 7.20 (s. 
lH).6.50(m. IH).4.21 (t. 2H. J = 7 Hz), 3.96 (s, 3H), 3.55 (m, 4H), 2.95 (m. 2H), 
2.70 (ra,4H), 2,36 (ni,4H): 
MS (+ve ESI) : 543 (M+H)+. 

Example 278 - Preparati on of Comnound No. 27« fa Table 10 

25 An analogous reaction to that described in example 256, but starting with 4-(3- 

aminopropyO-morphoIine (144 mg, 1.00 mmolX yielded the title compound (88.6 mg, 
70 % yield) as an off-white solid : 

'H-NMR (DMSO d.) : 10.22 (s, IH). 9.43 (s. IH), 8.42 (s, 1 H). 7.97 (d, 2H. J = 8 Hz). 
7.85 (s, IH). 7.79 (d, 2H, J = 8 Hz). 7.73 (d, 2H. J = 8 Hz). 7.52-7.62 (m. 3H), 7.16 (s. 
30 IH). 4.21 (t. 2H. J = 7 Hz). 3.95 (s, 3H), 3.54 (ra, 4H). 3.02 (m, 2H), 2.73 (m. 2H), 
2.28 (m, 6H), 1.60 (m,2H): 
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MS (+ve ESI) : 557 (M+H)+. 

Example 279 - Prep aration of Compound No. 279 in Tnhlg in 

An analogous reaction to that described in example 256, but starting with 2- 
piperidino-ethylamine (128 mg. 1 .00 mmol), yielded the title compound (1 12.4 mg, 90 
% yield) as an off-white solid : 

'H-NMR(DMSOd.): 10.21 (s, lH).9.43(s. 1H).8.41 (s, IH), 7.98(d.2H, J = 8.Hz). 
7.86 (s, 1 H). 7. 78 (d. 2H. J = 8 Hz). 7.73 (d, 2H, J = 8 Hz), 7.52-7.62 (m. 3H), 7. 1 6 (s. 
IH), 4.20 (t, 2H. J = 7 Hz). 3.96 (s, 3H), 2.96 (m. 2H). 2.67 (m. 4H). 2.28-239 (m. 
4H). 1.50 (m. 4H), 1,40 (m. 2H) : 
MS (+ve ESI) ; 541 (M-i-H>(-. 

Example 280 - Prenar ation of Compound No. 7H0 in Table in 

An analogous reaction to that described in example 256, but starting with l-(2- 
aminoethyO-pyiroUdine (1 14 mg. 1.00 mmol). yielded the tide compound (56.6 mg. 47 
% yield) as an off-white solid : 

'H-NMR (DMSO dO : 10.21 (s. IH). 9.45 (s. IH). 8.43 (s, IH). 7.98 (d, 2H. J = 8 Hz). 
7.86 (s. IH). 7.79 (d. 2H. J = 8 Hz). 7.73 (d. 2H. J = 8 Hz), 7.52-7.62 (m, 3H). 7.18 (s. 
IH). 4. 19 (t. 2H. J = 7 Hz), 3.94 (s. 3H). 3.00 (m, 2H). 2.73 (m. 2H). 2.42-2.59 (m. 
2H). 1.67 (m,4H): 
MS (+ve ESI) : 527 (M+H)+. 

Example 281 - Prcparatfn n of Comnonnd No. 281 1> TahlA in 

An analogous reaction to that described In example 256. but starting with 2- 
amino-2-methy|.3-hexanol(131 mg, I.OO mmol). yielded the title compound (123.8 
mg, 99 % yield) as an off-white solid : 

'H-NMR (DMSO d.) : 10.01 (s. IH). 9.20(s. IH). 8.19 (s. IH). 7.73 (d, 2H. J = 8 Hz), 
7.62 (s, IH). 7.57 (d. 2H. J = 8 Hz). 7.51 (d, 2H, J - 8 Hz). 7.28-7.38 (m. 3H), 6.96 (s. 
IH). 4.40 (m. IH). 3.93 (t. 2H. J = 7 Hz). 3.74 (s, 3H). 3.04 (m. 2H). 2.70 (m. 2H). 
0.90-1.35 (m. 4H). 0.80 (s. 6H), 0.65 (t, 3H. J = 7 Hz) : 
MS (+ve ESI) ; 544 (M+H)+. 
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Example 282 - Prepn r ation of Cnmppund No. 2«2 in Table 10 

An analogous, teaction to that described in example 256, but starting with 2- 
amino-2-methyl-l.propanol (89 mg. 1.00 mmol), yielded the tide compound (62.6 mg, 
54 % yield) as an off-white solid : 

'H-NMR (DMSO d.) : 10.05 (s. IH). 9.25 (s, IH). 8^ (s. IH). 7.78 (d, 2H. J = 8 Hz). 
7.67 (s. IH). 7.59 (d, 2H, J = 8 Hz). 7.53 (d. 2H. J = 8 Hz). 7.32-7.43 (m. 3H). 6.98 (s. 
IH). 4.40 (m. IH). 3.98 (t, 2H, J = 7 Hz), 3.78 (s, 3H). 3.04 (m. 2H), 2.75 (m. 2H), 
0.82 (S.6H): 

MS (+ve ESI) : 502 (M+H)+. 

EMMpIe 283 - Prenaraf ion of Compound No. 2M in Table 10 

An analogous reaction to that described in example 256, but starting with 3- 
amino-3.methyl-l.butanoI (103 mg. 1.00 mmol). yielded the title compound (51.8 mg. 
43 % yieliO as an off-white solid : 

'H-NMR (DMSO dO : 10.12 (s, IH). 9.34 (s. IH). 8.33 (s. IH). 7.88 (d. 2H. J = 8 Hz). 
7.76 (s. IH). 7.68 (d, 2H. J = 8 Hz). 7.63 (d. 2H. J = 8 Hz). 7.42-7.52 (m. 3H). 7.08 (s. 
IH). 4.10 (t. 2H. J = 7 Hz). 3.85 (s. 3H). 3.46 (t. 2H. J = 7 Hz), 2.92 (m. 2H), 1.50 (t, 
2H.J = 7Hz),1.00(s,6H): 
MS (+ve ESI) : 516 (M+H)+. 

Example 284 - Prenara tfon of Compound No. 25U in Table 10 

An analogous reaction to that described in example 256. but starting witii 
isopropylamine (59 mg. 1.00 mmol). yielded the titie compound (54.8 mg. 50 •/• yield) 
asanofT-whitesolid: 

'H-NMR (DMSO d.) : 1024 (s. IH). 9.46 (s, IH). 8.43 (s. IH). 7.98 (d. 2H. J - 8 Hz), 
7.86 (s, IH), 7.78 (d, 2H, J = 8 Hz), 7.73 (d. 2H. J = 8 Hz), 7.52-7.62 (m, 3H). 7. 19 (s. 
IH). 4.20 (t. 2H. J - 7 Hz), 3.96 (s, 3H), 2.99 (m. IH), 1.03 (d. 6H. J = 7 Hz) : 
MS (+ve ESI) : 472 (M+H)+. 

Example 285 ~ Prepara Hon of Comnound No. 28S in Table 10 

An analogous reaction to that described in example 256. but starting with 2- 
ammo-l-propanol (75 mg, 1.00 mmol). yielded the title compound (43.9 mg. 39 % 
yield) as an off-white solid : 
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'H-NMR (DMSO d.) : 10.27 (s. IH). 9.48 (s. IH). 8.45 (s. IH), 7.98 (d, 2H. J = 8 Hz).. 
7.86 (s. IH). 7.82 (d, 2H, J = 8 Hz), 7.77 (d, 2H, J = 8 Hz), 7.62-7.72 (m, 3H). 7.20 (s, 
IH). 4.58 (m. IH). 4.37 (t, 2H, J = 7 Hz). 4.21 (m. 2H). 3.96 (s. 3H). 3.25-3.37 (m, 
2H), 2.95-3.06 (m. 2H), 2.73 (m, IH). 0.95 (d, 3H. J = 7 Hz) : 
5 MS(+veESI):488(M+H)+ 

Example 286 » Preparation of Compound No. 286 in Table 10 

An analogous reaction to that described in example 256, but starting with D-2- 
amino- 1 -butanol (89 mg, 1 .00 mmol), yielded the title compound (77.2 mg, 66 % 
yield) as an ofif-white solid : 
10 HPLC / LCMS (RT) :1.41 min : 
MS (+ve ESI) : 502 (M+H)+. 

Example 287 - Pr eparation of Compound No. 287 In Table 10 

An analogous reaction to that described in example 256. but starting with 3- 
amino-1.2-propanedioI (91 mg, 1.00 mmol), yielded the title compound (48.3 mg, 41 
IS % yield) as an off-white solid : 
HPLC / LCMS (RT) :5. 16 min : 
MS (+ve EST) : 504 (M+H)+. 

Example 288 - Preparation of Compound No. 288 in Table 10 

An analogous reaction to that described in example 256. but starting with NJ^- 
20 dimethyl-ediylenediamine (88 mg. 1 .00 mmol). yielded the tide compoufad (55.8 mg, 
48 % yield) as an off-white solid : 

'H-NMR (DMSO d.) : 10.08 (s, IH), 9J0 (s, IH). 8.28 (s, IH). 7.82 (d, 2H. J = 7 Hz), 
7.71 (s, IH), 7.65 (d, 2H. J = 7 Hz). 7.60 (d, 2H, J = 7 Hz), 7.35-7.45 (m, 3H), 7.03 (s, 
11^, 4.06 (m, 2H), 3.81 <s, 3H), 2.84 (m, 2H). 2.58 (m, 2H), 2.25 (m. 2H). 2.01 (s. 
25 6H): 

MS (+ve EST) : 502 (M+H)<-. 

Example 289 - P reparation of Compound No. 289 in Table 10 

An analogous reaction to that described in example 256. but starting with N,N- 
diethyl-ethylenediamine (1 16 mg, 1.00 mmol), yielded the tide compound (86.5 mg, 
30 7 1 % yield) as an off-white solid : 
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•H-NMR (DMSO <W : 10.20 (s. IH), 9.40 (s, IH). 8 J8 (s. IH). 7.93 (d. 2H, J = 7 to). 
7.81 (s. lH).7.74(d,2H.J = 7Hz),7.69(d.2H.J = 7Hz). 7.45-7.54 (ni,3H). 7.12 (s. 
IH). 4.13 (m. 2H). 3.90 (s, 3H), 2.92 (t, 2H, J = 7 Hz). 2.60 (t. 2H, J = 7 Hz), 2.42 (m. 
2H),0.88(t,6H,J = 7Hz): 
5 MS (+ve ESI) : 529 (M+H)+. 

Example 290 - Preparation of Compound No. 290 in Table 10 

An analogous reaction to that described in example 256, but starting with 2- 
methoxyethyl amine (75 mg, 1.00 mmol), yielded the tide compound (70.7 mg, 62 % 
yield) as an ofF-vliite solid : 
10 "H-NMR (DMSO d.) : 10.21 (s, 1 H), 9.44 (s, IH). 8.39 (s, IH), 7.94 (d. 2H, J = 7 Hz). 
7.84 (s. IH), 7.77 (d, 2a J = > Hz), 7.72 (d. 2H, J = 7 Hz), 7.47-7.56 (m, 3H), 7.18 (s, 
IH), 4.21 (m. 2H), 3.95 (s. 3H), 3.45 (m, 2H), 3.23 (s. 3H), 3.08 (m, 2H), 2.85 (m, 
2H): 

MS (+ve ESI) : 488 (M+H>+. 
IS Example 291 - Prepar ation of Compound No. 291 in Tabic 10 

An analogous reaction to tiiat described in example 256, but starting with 2-(2- 
ainino-ethoxy)ethanol (105 mg, 1.00 mmol), yielded the title compound (70.3 mg, 59 
% yield) as an ofif-white solid : 

'H-NMR (DMSO d.) : 10.28 (s, IH). 9.50 (s. IH). 8.46 (s. IH), 8.00 (d. 2H. J = 7 Hz), 
20 7.89 (s. IH). 7.82 (d. 2H, J = 7 Hz). 7.76 (d, 2H, J = 7 Hz), 7.54-7.63 (m, 3H), 7.23 (s. 
IH). 4.60 (s, IH), 4.24 (m, 2H), 4.00 (s. 3H). 3.54 (m, 4H), 3.46 (m, 2H), 3.06 (m, 
2H).2.83(m.2H): 
MS (+ve ESI) : 518 (M+H)+. 

Example 292 - Preparati on of Compound No. 292 in Table 10 
25 An analogous reaction to that described in example 256. but starting witfi 

ethanolamine(61 mg, 1. 00 nmiol), yielded tfie title compound (5 1.3 mg, 46 % yield) 
as an off-white solid : 

HPLC / LCMS (RT) : 1 .48 min : 
MS (+ve ESI) : 474 (M+H)+. 
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Example 293 - Preparation of Compound No. 29^ in Table 10 

An analogous reaction to that described in example 256, but starting with 2- 
mercapto-ethylamine hydrochloride (77 mg, 1.00 mmol), yielded the tide compound 
(72.7 mg, 64 % yield) as an ofF-white solid : 
5 'H.NMR(DMSOd.): 10.03(s. lH),9.26(s. 1H).8.21 (s, lH),7.76(d,2H. J = 7H2). 
7.64 (s, IH), 7.58 (d, 2H, J = 7 Hz), 7.53 (d. 2H, J = 7 Hz), 7.30-7.39 (m, 3H). 7.00 (s. 
IH), 4.10 (m, 2H). 3.76 (s, 3H). 2.77 (m, 2H), 2.55 (m. 2H). 2.50 (m, 2H) : 
MS (+VC ESI) : 490 (M+H)+. 

Example 294 - Prenaratinn ftf Compound No. 294 In Table 1ft 
10 An analogous reaction to that described in example 256, but starting with 2- 

(ethylthio)ethyI-amine (105 mg. 1.00 mmol), yielded the tide compound (85.9 mg, 72 
% yield) as an off-white solid : 

'H-NMR(DMSO d,) : 10.03 (s, IH), 9.24 (s, IH). 8.21 (s, IH), 7.76 (d, 2H. J = 7 Hz), 
7.64 (s, IH). 7.58 (d. 2H. J = 7 Hz), 7.53 (d. 2H. J = 7 Hz). 7.30-7.39 (m, 3H), 7.00 (s, 
15 IH), 4.00 (m. 2H). 3.75 (s. 3H). 2.80 (m. 2H), 2.61 (m, 2H), 2.44 (m. 2H), 2.27 (m. 
2H).0.97(t.3H.J = 7H2): 
MS (+ve ESI) : 5 1 8 (M+H)+. 

Example 29S - Pr eparation of Compound No. 295 in Table 111 

An analogous reaction to that described in example 256, but starting with 3- 
20 ethoxypropyl-amine (103 mg, 1.00 mmol), yielded the title compound (67.1 mg, 56 % 
yield) as an off-white solid : 

'H-NMR (DMSO d.) : 10.43 (s, IH), 9.68 (s. IH), 8.62 (s, IH), 8.16 (d, 2H, J = 7 HzX 
8.05 (s. IH). 7.99 (d. 2H, J = 7 Hz), 7.94 (d. 2H. J - 7 Hz). 7.69-7.78 (m. 3H). 7J9 (s. 
IH), 4.40 (m. 2H), 4.17 (s. 3H), 3.60 (m, 4H). 3.22 (m. 2H). 2.94 (s. 3HX 1.90 (m. 2H) 
25 1.27(t,3H,J = 7Hz): 

MS (+ve EST) : 516 (M+H)+. 

Example 2915- Pre paration of Compound No. 296 in Table 10 

An analogous reaction to that described in example 256. but starting with 3- 
butoxypropyl-amine ( 1 3 1 mg. 1 .00 mmol). yielded the title compound (51.9 mg. 42 % 
30 yield) as an off-white solid : 
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•H-NMR (DMSO d.) : 10.06 (s, IH). 9.29 (s, IH). 8.23 (s. IH), 7.79 (d, 2H, J = 7 Hz). 
7.69 (s, IH). 7.61 (d, 2H. J = 7 Hz). 7.56 (d. 2H. J = 7 Hz). 7.35-7.43 (m. 3H). 7.00 (s, 
IH). 4.01 (m. 2H). 3.79 (s. 3H), 3.24 (t, 2H. J = 7 Hz). 3.14 (m. 2H). 2.79 (m. 2H). 
2.50(m.2H). 1.50 (in. 2H). 1.26(in.2H). 1.10(m.2H).0.99(t,3H. J = 7Hz): 
5 MS (+ve ESI) : 544 (M+H)+. 

Eiamnle 297 - P reparation of Componiid No. 297 in Tahfe in 

An analogous reaction to that described in example 256, but starting with 3- 
amino-l-propanol (75 mg, 1.00 mmol), yielded the title compound (58.1 mg, 51 % 
yield) as an off-vidiite solid : 
10 'H-NMR (DMSO d.) : 10.20 (s, IH), 9.41 (s. IH). 8.39 (s. IH), 7.92 (d. 2H. J = 7 Hz), 
7.81 (s. IH). 7.76 (d, 2a J = 7 Hz), 7.70 (d. 2H, J = 7 Hz). 7.48-7.57 (m, 3H). 7. 16 (s. 
IH). 4.17 (m, 2H), 3.91 (s, 3H), 3.41 (t. 2H. J = 7 Hz). 2.95 (m. 2H). 2.69 (m. 2H). 
1.56 (m.2H): 

MS (+ve ESI) : 488 (M+H)+. 
1^ Example 298 - Preparat ion of Compound No. 298 in Table 10 

An analogous reaction to that described in example 256. but starting with 5- 
amino-l-pentanol (103 rag. 1.00 mmol). yielded the title compound (66 mg, 55 % 
yield) as an ofT-white solid : 

'H-NMR (DMSO d.) : 10.28 (s. IH). 9.48 (s, IH). 8.43 (s. IH). 7.99 (d, 2H, J = 7 Hz), 
20 7.86 (s. 1 H). 7.80 (d, 2H, J = 7 Hz). 7.75 (d. 2H. J = 7 Hz). 7.52-7.60 (m, 3H). 7.19 (s, 
IH). 4.20 (m, 2H), 3.99 (s. 3H). 3.40 (t. 2H. J = 7 Hz). 3.00 (m. 2H). 2.65 (m. 2H), 
1.47 (m. 4H), 1.33 (m,2H): 
MS (+ve ESI) ; 516 (M+H)+. 

Example 299 - Pr eparation of Compound No. 299 in Table 10 
25 An analogous reaction to that described in example 256, but starting with 2- 

amino-l-methoxypiopane (89 mg, 1.00 mmol). yielded the title compound (30.8 mg, 
26 % yield) as an oflf-white solid : 

'H-NMR (DMSO d.) : 10.20 (s, 1 H), 9.43 (s. IH). 8.38 (s. IH). 7.92 (d, 2H, J = 7 Hz). 
7.83 (s. IH). 7.75 (d. 2H. J = 7 Hz), 7.70 (d, 2H. J = 7 Hz). 7.46-7.56 (m, 3H). 7.19 (s, 
30 1 H), 4.21 (m. 2H). 3.93 (s. 3H). 3.20-3.35 (m, 5H). 3.07 (m, 2H). 1 .00 (d. 3H, J = 7 
Hz): 
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MS (+ve ESQ : 502 (M+H)+. 

Example 30 0 - Preparation of Compound No. 300 in Table 1ft 

An analogous reaction to that described in example 256, but starting with 4- 
amino-l-butanol (89 mg, 1 .00 mmol), yielded the title compound (58.4 mg, 50 % 
5 yield) as an oflf-white solid : 

'H-NMR (DMSO d,) : 10.47 (s, IH), 9.69 (s, IH), 8.65 (s, IH), 8.20 (d. 2H. J = 7 Hz). 
8.08 (s. IH). 8.01 (d, 2H. J = 7 Hz). 7.97 (d, 2H. J = 7 Hz). 7.73-7.82 (ra. 3H). 7.40 (s. 
I H), 4.39 (m. 2H). 4.20 (s, 3H). 3.62 (m, 2H). 3.20 (m. 2H), 2.85 (m. 2H). 1.69 (m. 
4H): 

10 MS (+ve ESI) : 502 (M+H>f . 

Example 301 - Preparation of Compound No. 301 in Table 10 

An analogous reaction to that described in example 256. but starting with 3- 

amino-5-methyl.pyrazole (97 mg, 1.00 mmol), yielded the title compound (40.6 mg. 

34 % yield) as an ofT-wfaite solid : 
IS HPLC / LCMS (RT) : 5.63 min : 

MS (+ve ESI) : 510 (M+H)+. 

Example 302 - Preparati on of Compound No. 302 in Table 10 

An analogous reaction to that described in example 256, but starting with l-(3- 
aminopiopyl)-4-methylpiperazine (157 mg, 1.00 mmol), yielded the title compound 
20 (58.6 mg, 45 % yield) as an oflf-white solid : 

'H-NMR (DMSO d.) : 10.43 (s, IH). 9.70 (s. IH). 8.64 (s. IH), 8.20 (d. 2H. J = 7 Hz). 
8.10 (s. IHX 8.03 (d, 2H, J = 7 Hz), 7.98 (d. 2H. J = 7 Hz). 7.77-7.86 (m. 3H), 7.42 (s, 
IH). 4.43 (m. 2H), 4.21 (s, 3H), 3.20 (m, 2H). 2.88 (m, 2H). 2.45-2.63 (m. lOH). 2.34 
(s,3H), 1.80 (m.2H): 
25 MS (+ve ESI) : 570 (M+H)+. 

Example 303 - P reparation «f Compound No. 303 in Tahie 10 

An analogous leaction to that described in example 256, but starting witfi ethyl- 
4-amino-l-piperidinecaiboxylate (172 mg, 1.00 mmol), yielded die titie compound 
(191.8 mg, 144 % yield) as an off-white solid : 
30 'H-NMR (DMSO d,) : 9.65 (s. IH), 8.59 (s, IH), 8.14 (d. 2H. J = 7 Hz), 8.02 (s. IH), 
7.96 (d, 2H, J = 7 Hz), 7.91 (d. 2H, J = 7 Hz), 7.67-7.76 (m, 3H). 7.35 (s. IH), 4.34 
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(m, 2H). 4.19 (s. 3H), 4.14 (q. 2H. J = 7 Hz). 4.05 (m. 2H). 3.17 (m. 2H). 2.95-3.10 
(m, 3H), 1.99 (m, 2H), 1.85 (m, 2H). 1.32 (t. 3H. J = 7 Hz) : 
MS (+ve ESI) : 585 (M+H>4-. 

Example 304 - Prep aration of Compound No. 304 in TaM«. in 

An analogous reaction to that described in example 256, but stalling with 2- 
dibutylamino^thylamlae (172 mg, 1.00 mmolX yielded the titte compound (123.6 mg. 
93 % yield) as an oif-white solid : 
HPLC / LCMS (RT) : 1.40 min : 
MS (+ve ESI) : 586 (M+H)+. 

Example 30S - Prenaraf ion of Conmnund No. 30S in Table 10 

An analogous reaction to that described in example 256, but starting with 2-di- 
n-ptopylaminocthylaminc (144 mg, 1.00 mmol), yielded the title compound (123.4 mg, 
97 % yield) as an off-white solid : 

'H-NMR (DMSO : 10.20 (s. IH), 9.41 (s, IH), 8.38 (s, IH). 7.94 (d. 2H, J = 7 Hz), 
7.80 (s. IH), 7.75 (d. 2H. J = 7 Hz). 7.70 (d, 2H. J = 7 Hz). 7.47-7.55 (m. 3H). 7.13 (s.' 
IH). 4.15 (m, 2H), 3.90 (s. 3H), 2.91 (m, 2H). 2.59 (m. 2H), 2.40 (m. 2H). 2.30 (m. 
4H). 1.31 (m, 4H), 0.76 (t, 3H. J = 7 Hz) : 
MS (+ve ESI) : 557 (M+H)+. 

Example 306 - Pnenara tiop of Comnonnd No. .106 in Table 10 

An analogous reaction to that described in example 256, but starting with 1- 
aminomethyl-lHg^slohexanol hydrochloride (129 mg. 1.00 mmol), yielded the title 
compound (80 mg, 64 % yield) as an off-white solid : 
HPLC /LCMS (RT) : 1.61 min : 
MS (+ve ESI) ; 542 (M+H)+. 

Example 307 - PrenaraH An of Compound No. 307 in TahlP Ift 

An analogous reaction to that described in example 256, but starting with 2- 
thiophene ethylamine (127 mg, 1.00 mmol), yielded the titie compound (107,9 mg. 87 
% yield) as an off-white solid : 

'H-NMR (DMSO d.) : 10.28 (s. IH), 9.46 (s, IH). 8.47 (s, IH). 8.01 (d. 2H. J = 7 Hz), 
7.89 (s, IH). 7.81 (d, 2H, J = 8 Hz), 7.77 (d. 2H, J = 8 Hz), 7.53-7.63 (m. 3H). 7.34 (d] 
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IH, J = 5 Hz), 7.21 (s. IH). 6.92.7.00 (in. 2H). 4.20 (t. 2H. J = 7 Hz). 2.89-3.00 (m. 
6H): 

MS (+ve ESI) : 540 (M+H)+. 

EKamoIe 308 - Preparation of Compound No. 308 in Table 1(1 
5 An analogous reaction to that described in example 256, but starting with 2- 

amino-l-hexanol (1 17 mg, 1.00 mmoi). yielded the title compound (1 15.2 mg, 94 % 
yield)as an ofif-white solid : 

•H-NMR (DMSO do : 10.30 (s. IH), 9.49 (s, IH), 8.45 (s. IH), 7.99 (d, 2H. J « 7 Hz), 
7.88 (s, IH), 7.80 (d. 2H, J = 8 Hz), 7.77 (d, 2H, J = 8 Hz). 7.50-7.60 (m. 3H). 7.20 (s. 
10 IH), 4.52 (m. IH), 4.19 (t, 2H, J » 7 Hz), 3.97 (s, 3H), 3.13 (m, 2H), 2.64 (m, 3H), 
1.10-1.46 (m, 6H), 0.90 (t, 3H, J = 7 Hz) : 
MS (+ve ESI) : 530 (M+H>+. 

Example 309 - Preparation of CompouBd No. 309 in Tabic 10 

An analogous reaction to that described in example 256, but starting with I- 
15 methioninol ( 1 35 mg. 1 .00 mmol). yielded the title compound (1 1 1 .7 mg, 89 % yield) 
as an off-white solid : 
HPLC / LCMS (RT) : 1.53 min : 
MS (+ve ESI) : 548 (M+H)+. 

Example 310 - P reparation of Compound No. 310 in Table 10 
20 An analogous reaction to that described in example 256, but starting with 2-(2- 

aminoethyl>l-methylpynoUdine (128 mg, 1.00 mmol), yielded the title compound 

(65.2 fflg, 52 % yield) as an off-white solid : 

HPLC / LCMS (RT) : 5.04 min : 

MS (+ve ESI) ; 541 (M-i^H)+. 
^ Example311 - Prenara tfon of Comnound No. 311 in Table 10 

An analogous reaction to that described in example 256, but starting with 5- 

methyI-2-furanmethanamine (1 1 1 mg. 1.00 mmol), yielded the tide compound (61.1 

mg, 51 % yield) as an ofif-white solid : 

'H-NMR (DMSO d,) : 10.16 (s. IH). 9.39 (s. IHX 8.35 (s. IH), 7.87 (d. 2H, J = 7 Hz). 
30 7.79 (s, IH), 7.71 (d. 2H. J = 8 Hz), 7.66 (d, 2H, J = 8 Hz), 7.42-7.52 (m, 3H), 7.10 (s. 
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IH). 629 (d. IH. J = 2 Hz). 5.99 (d. IH, J - 2 Hz), 4.10 (t. 2H. J = 7 Hz). 3.90 (s, 3rf). 
3.71 (s, 2H), 2.96 (t, 2H. J = 7 Hz), 2. 1 9 (s, 3H) : 
MS (+ve ESI) : 524 (M+H)+. 

E»ample 312 - Preparation of Compound No. 312 in Table 10 
5 An analogous reaction to that described in example 256. but starting with 

tetrahydro-3-thiophenamine 1,1-dioxide (135 mg, 1.00 nunol), yielded the title 
compound (53.7 mg, 43 % yield) as an o£f-white solid : 
HPLC / LCMS (RT) : 1 .45 min : 
MS (+ve ESI) : 548 (M+H)+. 
10 Example 313 - Preparation of Compound No. 313 in fable 10 

An analogous reaction to that described in example 256, but starting with 3- 
amina-2,2-dimethyI-l-piopanol (103 mg, 1.00 nunol), yielded the title compound 
(69.2 mg. 58 % yield) as an off-white solid : 

'H-NMR (DMSO d^ : 10.10 (s, IH). 9.30 (s. IH). 8.29 (s, IH). 7.82 (d. 2H. J = 7 Hz), 
15 7.71 (s, IH), 7.66 (d. 2H. J - 8 Hz), 7.62 (d. 2H, J = 8 Hz), 7.39-7.48 (m, 3H), 7.04 (s. 
IH). 4.05 (t, 2H, J = 7 Hz), 3.82 (s. 3H), 3.07 (d. 2H. J = 7 Hz). 2.80 (t. 2H, J = 7 Hz), 
0.70 (s,3H), 0.69 (s,3H): 
MS (+ve ESI) : 516 (M+H)+. 

Example 3 14 - Preparation of Compound No. 314 in Table 10 
20 An analogous reaction to that described in example 256, but starting with 3- 

(aminomethyl>-thiophene dihydrochloride (1 13 rag, 1.00 nunol), yielded the titie 

compound (122.5 mg, 100 % yielcQ as anofif-white solid : 

HPLC / LCMS (RT) ; 1.56 min : 

MS (+ve ESO : 526 (M+H)+. 
25 Example 3 15 - Preparation of Compound No. 315 in Table 10 

An analogous reaction to that desoibed in example 256, but starting with 

thiomorpholine (0.10 ml. 1.0 mmol). yielded the title compound (21 mg. 20 % yield) 

as a white solid: 

'H-NMR (DMSO d.) : 10.27 (s, IH), 9.80 (bs, IH), 8.52 (s, IH). 7.96 (d. 2H), 7.94 (s. 
30 IH), 7.81 (d, 2H). 7.71 (d. 2H), 7.49-7.63 (m. 3H), 7.28 (s, IH), 4.48 (m, 2H), 3.98 (s. 
3H), 3.10-3.55 (m, 6H). 2.78-2.95 (m. 4H) : 
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MS (+ve ESO : 5 1 5.7 (M+H>+. 

Example 316 - Pt^pa ration of Compound Nn. 316 in Tahig in 

An analogous reaction to that described in example 256, but starting with N-(2- 
hydioxyethyl).l.(2-aminoethyl)morpholine (50 mg, 0.26 mmol), yielded the title 
compound (59 mg, 49 % yield) as a white solid : 

'H-NMR (DMSO d.) : 10.09 (s, IH). 9.30 (s, IH). 829 (s, IH). 7.81 (d, 2H, J = 7 Hz), 
7.70 (s. IH). 7.67 (d. 2H. J = 8 Hz). 7,62 (d. 2H. J = 8 Hz). 7.38-7.47 (m. 3H). 7.04 (s.' 
lH).4.29(m. IH).4.03(t.2H.J = 7Hz).3.8l (s,3H), 3.35-3.42 (m.4H), 3.31 (m. 
2H). 2.82 (t. 2H. J = 7 Hz). 2.59 (t. 4H. J - 7 Hz). 2.53 (m. 2H), 2.13-2.30 (m. 6H) : 
MS(-veESI):585(M-H)-. 

Example 317 - Pranaw tion of Compound No. 317 in Table 10 

An analogous reaction to that described in example 256, but starting with 
diethanolamine (0.097 ml, 1.00 mmol). yielded the titie compound (49 mg. 47 % yield) 
as a white solid : 

•H-NMR (DMSO d.) : 10.31 (s, IH). 9.53 (s. IH), 8.51 (s, IH). 8.06 (d, 2H. J = 7 Hz). 
7.93 is, IH). 7.86 (d. 2H. J = 8 Hz). 7.81 (d. 2H. J = 8 Hz). 7.60-7.70 (m. 3H). 7.26 (s,' 
IH). 4.37 (t. 2H. J = 7 Hz). 4.25 (t. 2H. J = 7 Hz). 4.03 (s. 3H). 3.52 (m. 4H). 3.08 (t. 
2H, J = 7 Hz), 2.79 (t, 4H, J = 7 Hz) : 
MS (+ve ESO •• 517.9 (M+H)+. 

Example 318 - Preparati on of Comnnund No. 31« in Table 10 

An analogous reaction to that described in example 256, but starting with 
piperidine (0.10 ml. 1.00 mmol), yielded the tide compound (34 mg, 68 % yield) as a 
white solid, after purification by flash chromatography on silica gel, eluting with 0-5% 
methanol in dichloromethane containing 2% ammonia : 

'H-NMR (DMSO d.) : 9.50 (s, IH), 8.47 (s. IH). 7.99 (d, 2H. J = 7 Hz), 7.88 (s, IH), 
7.82 (d, 2H, J = 8 Hz), 7.76 (d, 2H, J = 8 Hz), 7.54-7.64 (m, 3H). 7.22 (s, IH). 4.26 ' 

(m.2H), 3.99 (S.3H). 3.32-3.45 (m,4H). 2.76 (m,2H), 1.54 (m.4H). l.42(m.2H): 
MS (+ve ESI) : 498 (M+H)+. 

MS (-ve ESI) : 496 (M-H)-. 
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Example 319 - Preparat ion of Compound No. 319 in Table 10 

An analogous reaction to that described in example 256, but starting with 4- 
(aininomethyi)-pyridine (108 mg, 1.0 mmol), yielded the tiUe compound (62.5 mg, 60 
% yield) as an off-white solid : 
5 HPLC/LCMS(RT):5.27min: 
MS (+ve ESO : 521 (M+H)+. 

Example 320 - Preparation n f Compound No. 320 in Tahfe 1ft 

An analogous reaction to that described in example 256, but starting with 2- 
amino-l,3-propanediol (91 mg, 1 .00 mmol), yielded the UUe compound (45 mg, 45 % 
10 yield) as a white solid : 

'H-NMR (DMSO d^ : 10.13 (s, IH), 9.34 (s, IH). 8.32 (s. IH). 7.86 (d. 2H. J = 7 Hz). 
7.77 (s, IH), 7.69 (d, 2H. J = 8 Hz). 7.63 (d. 2H. J = 8 Hz). 7.40-7.49 (m, 3H), 7.08 (s, 
IH), 4.28 (t. 2H, J = 7 Hz). 4.08 (t, 2H. J = 7 Hz). 3.84 (s, 3H). 3.19-3.33 (m. 4H), 
2.91 (t, 2H, J = 7 Hz), 2.51 (m, IH) : 
15 MS (+ve ESI) : 504 (M+H)+. 

Example 321 - Prepar ation of Compound No. 321 In Table 10 

An analogous reaction to that described in example 256. but starting with a 
solution of methylamine in tetrahydrofiiran (40.5 ml of a 2.0 N solution, 81 mmol), 
yielded the UUe compound (2.20 g, 61 % yield) as a white solid, after purification by 
20 flash chromatography on silica gel, eluUng witfi 1-5% meUumol in dichloromeUiane : 
'H-NMR (DMSO dj) : 10.22 (s, IH), 9.43 (s, IH), 8.40 (s, IH), 7.98 (d, 2H), 7.80 (s, 
IH), 7.70-7.79 (m, 4H), 7.45-7.60 (m, 3H), 7.15 (s, IH), 4.20 (t. 2H). 3.95 (s, 3H), 
2.90(l,2H).2.37(s,3H): 
MS (+vc ESO : 444 (M+H)* 
2S MS (-ve ESO : 442 (M-H)* 

Example 322 - Preparation of Compound No. 322 in Table 10 

MeUunsuIphonyl chloride (58 mg. 0.5 1 nmiol) was added to a stirred solution 
of4.((4-(N-benzoyl)-amino)anilino)-6-methoxy.7-(N-meUiyl-3- 
aminoeUioxy)quinazoline (150 mg. 0.34 mmoO and triethylamine (34 mg, 0.34 mmoO 
30 in dimethylacetamide (0.5 ml) and Uie reaction was stined at ambient temperature for 
3 hours. 2.0 N Hydrochloric acid (10 mO was added, Uie resulUmt precipitate was 
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collected by suction filtraUon and washed with i) water (10 ml), ii) saturated sodium 
hydrogen carbonate solution (10 ml) and iii) brine (10 ml) before being adsorbed onto 
silica gel. Purification by flash chromatography on silica gel, eluting with 5-10% 
methanol in dichloromethane yielded the title compound (76 mg, 43 % yield) as a pale 
yellow solid : 

'H-NMR (DMSO d*) : 10.23 (s, IH). 9.42 (s. IH). 8.40 (s, IH), 7.90 (d, 2H). 7.81 (s. 
IH). 7.70-7.80 (m. 4H); 7.45-7.60 (m. 3H). 7.20 (s. IH), 4.30 (t, 2H), 3.95 (s, 3H). 
3.60 (t, 2H), 3.0 (s, 3H), 2.90 (t, 3H) : 
MS(+veESI): 522 (M+H)* 
MS(.veESl) : 520(M-H)* 

Example 323 - Prenar ^tion of Compound No. 323 in Table 10 

An analogous reaction to diat described in example 256, but starting with 
diethylamine (73 mg, 1.00 mmol), yielded the tiUe compound (28 mg, 29 % yield) as 
an off-white solid : 
HPLC / LCMS (RT) : 3.27 min : 
MS (+ve ESO : 486 (M+H)+. 

Example 324 - Prenara tion of Compound No. 324 in Table 10 

An analogous reaction to that described in example 256, but starting with 
hexamethylene-imine (99 mg, 1 .00 mmol), yielded the title compound (50 mg, 49 % 
yield) as an oif-wliite solid : 
HPLC / LCMS (RT) : 3.41 min : 
MS (+ve ESI) : 512 (M+H)+. 

Example 32S - Preparat ion of Compound No. 32^; in Table 10 

An analogous reaction to that described in example 256, but starting with N- 
methyl ethanolamine (75 mg, 1.00 mmol), yielded the title compound (45 mg, 46 % 
yield) as an ofif-white solid : 
HPLC / LCMS (RT) : 3.13 min : 
MS (+ve ESI) : 488 (M+H)+. 
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Example 326 - Pren gration of Compound No. 326 in TaHIp til 

An analogous reaction to that described in example 256, but starting with 3- 
pyrroline (69 mg, 1.00 mmol), yielded the title compound (16 mg, 16 % yield) as an 
off-white solid : 

'H.NMR (DMSO d.) : 10.26 (s. IH). 9.48 (s. IH), 8.44 (s. IH), 7.97 (d. 2H. J = 7 Hz), 
7.86 (s, IH), 7.77 (d. 2H, J = 8 Hz), 7.59 (d. 2H. J = 8 Hz). 7.53-7.60 (m. 3H). 7.20 (s.' 
1 H). 5.82 (s. 2H), 4.22 (m. 2H). 3.97 (s. 3H). 3.55 (s. 4H), 3.07 (t, 2H. J = 6 Hz) : 
MS (+ve ESI) : 482 (M+H^. 

Example 327 - Pranar ntfon of Comnound No. M? in Table 10 

An analogous reaction to that described in example 256, but starting with 
NJ^J^'-trimethyl ethylenediamine (102 mg. 1.00 mmol), yielded the titfe compound 
(41 mg, 40 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 3.04 min : 
MS (+ve ESI) : 515 (M+H)+. 

Example 328 - Prena mrion of Compound No. 328 in Table 10 

An analogous reaction to that described in example 256, but starting with N- 
methyl piperazine (100 mg, 1.00 mmol), yielded the tide compound (43 mg, 42 % 
jdeld) as a white solid: 
HPLC / LCMS (RT) : 3. 1 1 min : 
MS (+ve ESI) : 513 (M+H)+. 

Example 329 - Prenflrat jon of Comnound No. 329 in Table 10 

An analogous reaction to that described in example 256, but starting with N- 
cyclopropyl piperazine (126 mg, 1.00 mmol), yielded the tide compound (16 mg, 14 % 
yield) as a white solid : 
HPLC / LCMS (RT) : 3.24 min : 
MS (+ve ESI) ; 539 (M+H)+. 

Example 330 - Preparation of Compmi pd No. 330 in Tahif in 

An analogous reaction to that described in example 256, but starting with S- 
prolinol (101 mg, 1.00 mmol). yielded die titie compound (56 mg, 55 % yield) as an 
off-white solid : 

HPLC / LCMS (RT) : 3.21 min : 
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MS (+ve ESI) : 514 (M+H)+. 

Example 33t - Preparation of Compound No. 331 in Table 10 

An analogous reaction to that described in example 256, but starting with 4- 
hydroxy piperidinc (101 mg, 1.00 mmol), yielded the tiUe compound (61 mg, 59 % 
yield) as a white solid : 

•H-NMR (DMSO d.) : 9.50 (s, IK), 8.45 (s. IH), 8.01 (d, 2H. J = 7 Hz). 7.86 (s. IH), 
7.81 (d, 2H, J = 8 Hz). 7.76 (d, 2H, J = 8 Hz), 7.54-7.64 (m, 3H), 7.22 (s. IH). 4.59 
(m. IH). 4.26 (m, 2H). 4.00 (s. 3H). 3.49 (m, IH), 2.87 (m, 2H), 2.80 <m, 2H). 2.20 
(m, 2H). 1.75 (m 2H), 1.42 (m. 2H) : 
MS (+ve ESI) : 514 (M+H)+. 

Example 332 - Preparation of Compound No. 332 In Table 10 

An analogous reaction to that'described in example 256, but starting with N-(2- 
(l-morpholino)ethyl)piperazine (199 mg, 1.00 mmol). yielded die tiUe compound (19 
mg, 16 % yield) as an ofiT-vtiiite solid : 
HPLC / LCMS (RT) : 3.09 min : 
MS (+ve ESI) : 612 (M+H)+. 

Example 333 - Preparation of Compound No. 333 in Table 10 

An analogous reaction to that described in example 256, but starting with N-(3- 
hydroxy-propyOpiperazine (144 mg, 1.00 mmol), yielded the UUe compound (53 mg. 
48 % yield) as an ofT-white solid : 
HPLC / LCMS (RT) : 3. 1 1 min : 
MS (+ve ESI) : 557 (M+H)+. 

Example 3 34 - Preparation of Compound No. 334 hi Table 10 

An analogous reaction to that described in example 256^ but starting with N- 
etfiyl ethanolamine (89 mg. 1.00 mmol), yielded the title compound (36 mg, 36 % 
yield) as an off-wfaite solid : 
HPLC / LCMS (RT) : 3.20 min : 
MS (+ve ESD : 502 (M+H>f . 
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Exampte 335 - Prcn aration of Compound No. 335 in Tahig ill 

An analogous leaction to that described in example 256, but starting with 3- 
hydroxy pynolidine (87 mg, 1 .00 mmol), yielded the Utie compound (35 mg, 35 % 
yield) as a white solid : 

'H-NMR (DMSO d,) : 10.26 (s, IH). 9.48 (s. !H). 8.44 (s, IH). 7.97 (d. 2H, J = 7 Hz). 
7.85 (s, 1 H). 7.80 (d, 2H, J = 8 Hz), 7.75 (d, 2H. J = 8 Hz). 7.53-7.60 (m. 3H), 7.19 (s. 
IH). 4.74 (s, IH). 4.23 (m, 2H), 3.97 (s, 3H), 2.68-2.92 (m. 5H). 2.00 (m. 2H), 1.55 
(m,2H): 

MS (+ve ESI) ; 500 (M+H)+. 

Example 3 36 - Preparation of Comnoiind No. 336 in Table 10 

An analogous reaction to that described in ocample 256, but starting wid) N- 
methyl 2.cyano-cthylamine (84 mg, 1.00 mmol), yielded the tiUe compound (75 mg, 
75 % yield) as an off-^xMte solid: 

'H-NMR (DMSO d.) : 9.50 (s. IH), 8.45 (s. IH), 8.00 (d. 2H, J = 7 Hz). 7.86 (s, IH), 
7.81 (d. 2H, J = 8 Hz), 7.76 (d, 2H. J = 8 Hz). 7.54-7.64 (m, 3H). 7.22 (s, IH). 4.26 
(m. 2H), 3.99 (s, 3H). Z93 (t. 2H. J = 7 Hz). 2.81 (m, 2H). 2.72 (m, 2H), 2.38 (s, 3H) : 
MS (+ve ESI) : 497 (M+H)+. 

Example 337 - Prepar ation of Compound No. 337 in Table 10 

An analogous reaction to that described in example 256, but starting with 4- 
piperidino-piperidine (168 mg, 1.00 mmol), yielded the tiUe compound (57 mg, 49 % 
yield) as a white solid : 
HPLC /LCMS (RT) : 3.13 min : 
MS (+ve ESI) : 581 (M+H)+. 

Example 338 - Prepara tion of Comoound No. 338 in Table 10 

An analogous reaction to that described in example 256, but starting with 2.6- 
dimethyl moipholine (1 15 mg, 1.00 mmol). yielded the title compound (37 mg, 35 % 
yield) as a white solid : 
HPLC / LCMS (RT) : 3 J6 min : 
MS (+ve ESI) : 528 (M+H)+. 
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EMmDle339 - Preparation of Compound No. 339 in Table 10 

An analogous reaction to that described in example 256, but starting with N- 
acetyl piperazine (128 mg. 1.00 mmol), yielded the tide compound (60 mg. 55 % 
yield) as a white solid : 
5 HPLC/LCMS(RT):3.16min: 
MS (+ve ESI) : 541 (M+H)+. 

Example 340 - Preparation a f Comnonnd No. 340 in TahiA ift 

An analogous reaction to that described in example 256. but starting witiiN- 
metiiyl allylamine (71 mg. 1.00 mmol), yielded tiie titie compound (38 mg, 39 %yield) 
10 asanofif-whitesolid: 

HPLC/LCMS(R'n:3.29 min: 
MS (+ve ESI) : 484 (M+H)+. 

Example 341 - Preparation of Comnound No. 341 in Tahi^ in 

An analogous reaction to that described in example 256. but starting with 2- 
15 methyl-pyiTolidine (85 mg. 1.00 mmol). yielded the titie compound (80 mg. 80 % 
yield) as a white solid : 
HPLC / LCMS (RT) : 3.3 1 mm : 
MS (+ve ESI) : 498 (M+H)+. 

Example 342 - Preparation of rompound No. 342 in Tahl» in 
20 An analogous reaction to tiiat described in example 256. but starting with N- 

ediyl isopropylamine (87 mg. 1 .00 mmol). yielded tiie title compound (29 mg, 29 % 

yield) as an off-white solid : 

HPLC /LCMS (RT) : 3.36 min : 

MS (4ve EST) : 500 (M+H)+. 
25 Example 343 - Preparation of ComnounH No. 343 in TahlP in 

An analogous reaction to tiiat described in example 256. but starting with N- 

ethyI2-cyano^ylamine(98mg. 1.00 mmol). yielded the tide compound (51 mg.50 
% yield) as an off-white solid: 
HPLC / LCMS (RT) : 3.27 min : 
30 MS (+ve ESI) : 5 1 1 (M+H)+. 
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EMmole 344 - Preparation of Compound No. 344 in Tabic 10 

An analogous reaction to that described in example 256, but starting with N- 
methyl 2-methyl-propylamine (87 mg, 1.00 mmol), yielded the title compound (25 mg 
25 % yield) as an off-white solid : 
5 HPLC / LCMS (RT) : 3.44 min : 
MS (+ve ESI) : 500 (M+H)+. 

Example 34S - Preparation of Comnound No. 34S in Table 10 

An analogous reaction to that described b example 256, but starting with N- 
ethylpiperazine (1 14 mg, 1 .00 mmol), yielded the tide compound (91 mg, 86 % yield) 
10 as an off-white solid : 

'H-NMR (DMSO dO : 9.50 (s, IH), 8.44 (s. IH). 8.00 (d. 2H, J = 7 Hz), 7.86 (s, IH). 
7.82 (d, 2H, J = 8 Hz), 7.77 (d. 2H, J = 8 Hz), 7.53-7.63 (m, 3H), 7.22 (s. 1 H). 4.25 

(m. 2H), 3.99 (s,3H), 2.79 (m,2HX 2.30-2.65 (m.8H), 2.31 (q, 2H, J = 7 Hz), 1.00 (t, 
3H.J = 7Hz): 

15 MS(+veESI):527(M+H>+. 

Example 346 - Prenararion of Compound No. 346 in Table 10 

An analogous reaction to that described in example 256, but starting with N-(4- 

fluorophenyOpiperazine (1 80 mg, 1.00 mmol), yielded the tide compound (87 mg, 72 

% yield) as an off-white solid : 
20 'H-NMR (DMSO d.) : 9.48 (s, IH). 8.43 (s. IH), 7.96 (d, 2H. J = 7 Hz), 7.83 (s, IH). 

7.78 (d. 2H, J = 8 Hz), 7.72 (d, 2H, J = 8 Hz), 7.50-7.61 (m, 3H). 7.20 (s, IH), 7.03 

(m. 2H), 6.93 (m. 2H), 4.28 (m, 2H), 3.96 (s, 3H), 3.08 (m. 4H), 2.85 (m, 2H), 2.67 

(m.4H): 

MS (+ve ESI) : 593 (M+H>f . 
25 Example 347 - Prepara tion of Comnound No. 347 in TaMe 10 

An analogous reaction to that described in example 256, but starting with 

tiuazoline-2-carboxylic acid (133 mg, 1.00 mmol), yielded the titie compound (48 mg. 

44 % yield) as an off-white solid : 

HPLC / LCMS (RT) : 3.39 min : 
30 MS (+ve ESI) : 546 (M+H)+. 
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Example 348 - Preparation of Compound No. 348 in Table 10 

An analogous reaction to that described in example 256, but starting with 4-(2- 
hydroxyethyl)-piperidine (129 mg, 1.00 mmol), yielded the tiUe compound (75 mg, 69 
% yield) as an off-white solid : 
5 'H-NMR (DMSO d.) : 9.50 (s, IH). 8.45 (s, IH), 8.00 (d. 2H. J = 7 Hz). 7.88 (s, IH), 
7.82 (d, 2H, J = 8 Hz), 7.76 (d, 2H, J = 8 Hz). 7.54-7.64 (m, 3H). 7.22 (s. IH), 4.35 
(m, IH), 4.26 (ro. 2H), 3.99 (s, 3H), 3.40-3.48 (m, 2H), 2.99 (m, 2H), 2.79 (m. 2H). 
2.05 (m. 2H) ), 1.65 (m, 2H), 1.39 (m. 3H), 1.19 (m, 2H) : 
MS (+we EST) : 542 (M+H)+. 
10 EMmpie 34 9 - Preparation of Comnonnd No. 349 in Table 10 

An analogous reaction to that described in example 256, but starting with N- 
methyl 3-(aminomcthyI)Ryridine (122 mg, 1.00 mmol), yielded the title compound (21 
mg, 20 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 3.13 min : 
15 MS(+veESI):535(M+H>4-. 

Example 3S0 - Preparation of Compound No. 350 in Table 10 

An analogous reaction to that described in example 256, but starting with N- 
methyl 2-(aminomethyl)pyridine (122 mg, 1.00 mmol), yielded the tide compound (62 
mg, 58 % yield) as an off-white solid : 
20 'H-NMR (DMSO d.) : 9.50 (s, IH). 8.50 (d. IH. J = 5 Hz), 8.45 (s. IH), 8.00 (d. 2H, J 
= 7 Hz). 7.89 (s, IH). 7.75-7.84 (m,5H). 7.53-7.64 (m. 4H), 7.27 (m, IH). 7.23 (s, IH), 
4.3 1 (m, 2H). 4.00 (s, 3H). 3.79 (s, 2H), 2.90 (t, 2H, J = 7 Hz). 2.36 (s. 3H) : 
MS (+ve ESI) : 535 (M+H>f . 

E»ample 3S1 . Pre piaration of Compound No. 3S1 in Table 10 
25 An analogous reaction to that described in example 256, but starting with 2,5- 

dimethyl-pynoUdine (99 mg, 1.00 mmol), yielded the title compound (36 mg, 35 % 
yield) as a white solid: 
HPLC / LCMS (RT) : 3.39 min : 
MS (+ve ESI) : 512 (M+H)+. 
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Example 352 - Prenarn tion of Compound No. 352 in Table 10 

An analogous reaction to that described in example 256. but starting with 
1 A3.6-tetrahydro-piperidine (183 mg, 1.00 nunol). yielded the tiUc compound (29 me 
29 % yield) as a white solid : 
HPLC / LCMS (RT) : 3.27 mitt : 
MS (+ve ESI) : 496 (M+H)+. 

Example 353 - Prgparntion of Cnm ponnd No. 353 in Tahte in 

An analogous reaction to that described in example 256, but starting with 4- 
methylpiperidine (99 mg, 1.00 mmol), yielded the titie compound (15 mg. 14 % yield) 
as an ofT-white solid : 
HPLC / LCMS (RT) : 3.46 min : 
MS (+ve £S0 : 512 (M+H)+. 

Example 354 - Prcnarfl tion of Compound No. 354 in Table 1<I 

An analogous reaction to that described in example 256. but starting with N-(2- 
hydroxyethyO-piperazine (130 mg, 1.00 mmol). yielded the title compound (75 mg, 70 
% yield) as an off-white solid : 

'H-NMR (DMSO d.) : 9.50 (s, IH). 8.46 (s. IH), 7.99 (d, 2H. J = 7 Hz), 7.87 (s, IH). 
7.80 (d. 2H, J = 8 Hz). 7.74 (d. 2H. J = 8 Hz), 7.54-7.64 (m, 3H), 7.24 (s. IH). 4.44 (1, 
1 H), 4.26 (m. 2H), 3.98 (s, 3H). 3.54 (m, 2H), 2.80 (t, 2H, J = 7 Hz). 2.40-2.70 (m. 
lOH): 

MS (+ve ESI) : 484 (M+H)+. 

Example 355 - Preparati on of Comnound No. 355 in Taiil> in 

An analogous reaction to that described in example 256, but starting with 2-(2- 
hydroxyctiiyl).piperidinc (129 mg. 1 .00 mmol). yielded the tide compound (48 mg, 44 
% yield) as an off-white solid : 
HPLC / LCMS (RT) : 3.30 min : 
MS (+ve ESI) : 542 (M+H)+. 

Example 356- Preparat ion of Compound No. Tlfifi in Table 10 

4-((4-(N-Benzoyl)amino)aniIino)-6-medioxy.7-(2-bromoethoxy)quinazoline 
(1 00 mg. 0.202 mmol) in DMF (5 ml) was heated with excess 2-ethylimida2oline in 
the presence of potassium carbonate (56 mg, 0.405 mmol) at 100 X for 2 houis. The 
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solvent %vas evaporated in vacuo, water was added to the reaction mixture, the pH 
adjusted to 4 with hydrochloric acid (2.0 N). the soh'd was collected by suction 
filtration . Purification by flash chromatography on siUca gel, eluting with 5% 
methanol in dichloiomethane. yielded the titie compound (48 mg, 46 % yield) as a 
S white solid : 

'H.NMR(DMSOd6.TFA):8.89(s. lH),8.I5(s. IH), 7.99 (d. 2H). 7.94 (d, 2H). 7.65 
(d. 2H), 7.63 (d. IH). 7.56 (t. 2H). 7.33 (s, IH), 4.44 (t, 2H). 4.01 (m. 7H). 3.81 (t, 
2H). 2.80 (q,2H). 1.26 (t,3H): 
MS (+ve ESI) : 5 1 1 (M+H)+. 

Example 357 - Prenarari nn of Compoimd No. 3S7 in Table 10 

An analogous reaction to tfiat described for the synthesis of compound 356, but 
starting with imidazoline (460 mg, 2.13 mmol) tod heating at 80 »C for 2 houis. 
yielded tiie titie compound (150 mg, 44 % yield) as a white solid : 
'H-NMR (DMSO d«) : 9.47 (s. IH). 8.42 (s. IH), 7.95 (d. 2H). 7.85 (s. IH), 7.78 (d. 
2H), 7.73 (d, 2H), 7.57 (d. IH) 7.52 (t. 2H). 7,20 (s. IH). 6.37 (s. IH). 4.24 (t, 2H), 
3.95 (s. 3H), 3.60 (t. 2H). 3.53 (t. 2H), 3.27 (t. 2H) : 
MS (4ve ESI) : 483 (M-fH)+. 

Eiamnle 3S» - Pri^paration at CMm pgund Nn. %tiS jg Tahlc 1 1 

A solution of 4-((4-(N-ben2oyl)amino)anilino)-6.metiioxy-7-(3. 
chloiopiopoxy)quina20line (92.5 mg. 0.20 mmol) in dimethylacetamide (2.0 ml) was 
sodium iodide (15.0 mg, 0.10 mmol) and N-acetylethylenediamine (102 rag, 1.00 
mmol) and die reaction heated at 100 <»C for 24 houn. The reaction was allowed to 
cool, metiianol (0.50 ml) was added and die reaction mixtures were absorbed onto 
nomial phase siUca gel. Purification by flash chromatography on silica gel. eluting 
with 0-20% metimnol in dichloromethanc (containing 1% aqueous ammonia), yielded 
the titie compound (45.6 mg, 43 % yield) as a white solid : 
HPLC / LCMS (RT) : 5.21 min : 
MS (+VC ESI) ; 529.4 (M+H>f . 
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EMmDle 3S9 - Pr^p.rori^^ of ComnnoBH No. 3S9 ii, T^hl^ 1 1 

An analogous reaction to that described in example 358 but starting with L- 

alaninamide hydrochloride (88 mg. 1.0 mmol). yielded the title compound (18.7 mg. 
1 8 % yield) as a white solid : 

HPLC / LCMS (RT) : 5.27 min : 

MS (+ve ESI) : 5 1 5.4 (M+H)+. 

Example 360 - Pr^po..,^^ n of Conip n..n d No. 360 in ToM, tt 

An analogous reaction to that described in example 358 but starting with 
cyclopropylamine (57 mg. 1.00 mmol). yielded the tide compound (15.5 mg. 16 o/. 
yield) as a white solid: 
HPLC /LCMS (RT) : 5.42 min : 
MS (+ve EST) : 484.3 (M+H)+. 

Example .361 - Pren.r,rt«, ^^r omnound iVn ^at >r»K.. ^ | 

An analogous reaction to that described in example 358 but starting with 
cyclopropane-methylamine (71 mg. 1.00 mmol). yielded the title compound (64.3 mg, 
65 % yield) as a white solid : 
HPLC /LCMS (RT) : 5.56 min : 
MS (+vc ESI) : 498.4 (M+H)+. 

Example 362 - PrenarariAn nf ComDounrf N» 362 in TahlP 1 1 

An analogous reaction to that described in example 358 but starting widi 
cyclobutylamine(71 mg. 1.00 mmol). yielded the UUe compound (17.5 mg. 18% 
yield) as a white solid : 

HPLC /LCMS (RT): 5.40 min: 
MS (+ve ESI) : 498.4 (M+H>f . 

Example 363 - PreDaratii>n r^ niDound IVn , | 

An analogous reaction to that described in example 358 but starting with 

cyclopentylamine(85mg. 1.00 hmiol). yielded the tiUe compound (15.7mg. 150/, 
yield) as a v^te solid: 

HPLC/LCMS(RT):5.58min: 
MS (+ve ESI) : 5 12.4 (M+H)+. 



wo 01/21596 



PCT/GB00/03SM 



198 

EMMple 364 - Preparation of Compound No. 364 in Table 11 

An analogous reaction to that described in example 358 but starting with l-(3- 
aminopropyI)-imicla2ole (125 mg, 1.0 mmol), yielded the tide compound (1 13.8 mg, 
103 % yield) as a white solid : 
5 HPLC / LCMS (RT) : 4.90 min : 
MS (+ve ESO : 552.7 (M+H)+. 

Example 365 - Preparation of Compound No. 365 in Table 11 

An analogous reaction to that described in example 358 but starting vntb 
cyclohexylamine (99 mg, 1.00 mmol), yielded the title compound (158.2 mg, 150 % 
10 yield) as a white solid: 

HPLC / LCMS (RT) : 5.55 min : 
MS (+ve ESI) : 526.4 (M+H)+. 

Example 366 - Preparation of Compound No. 366 in Table 11 

An analogous reaction to that described in example 358 but starting witii 4- 
1 5 aminocydo-hexanol (1 1 5 mg, 1 .00 mmol), yielded tiie tittc compound (52.6 mg, 49 % 
yield) as a white solid : 
HPLC / LCMS (RT) : 5.24 min : 
MS (+ve ESI) : 542.4 (M+H)+. 

Example 367 - Preparation of Compound No. 367 in Table 11 
20 An analogous reaction to that described in example 358 but starting with 

cyclohexane-metfiylamine (113 mg, 1 .00 mmol), yielded tfxe tide compound (126.5 
mg, 1 17 % yield) as a white solid : 
HPLC / LCMS (RT) : 5.76 min : 
MS (+ve ESI) : 540.4 (M+H>4-. 
2S Example 36 8 - Prenaratioii of Compound No. 368 In Table 11 

An analogous reaction to that desoibed in example 358 but starting witii 2- 
amino-2-metfiyM,3-propanediol (105 mg, 1.00 nomoO, yielded the titie compound (52 
mg, 49 % yield) as a white solid : 
HPLC / LCMS (RT) : 5.21 min : 
30 MS (+ve ESI) : 532.3 (M+H)+. 
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Example 369 - Preparation of Compound No> 369 in Tabic 11 

An analogous reaction to that described in example 358 but starting with iris- 
(hydroxymethyl)-methylamine(121 mg, 1.00 mmol), yielded the title compound (27 
mg, 25 % yield) as a white solid : 
5 HPLC / LCMS (RT) : 5. 1 4 min : 
MS (+ve ESI) : 548.3 (M+H)+. 

Example 370 - Preparation of Compound No. 370 in Table 11 

An analogous reaction to that described in example 358 but starting with 2- 
amino-2-ethyl-i;3-propanediol (1 19 mg, 1.00 nunol), yielded the title compound (55.5 
10 mg, 51 % yield) as a white solid : 
HPLC/ LCMS (RT) : 5.20 min : 
MS (+ve ESI) : 546.4 (M+H)+. 

Example 371 - Preparation of Compound No. 371 in Table 11 

An analogous reaction to that described in example 358 but starting with (S> 
15 leucinol (1 17 mg, 1.00 nunol), yielded the title compound (75 mg, 69 % yield) as a 
white solid : 

HPLC / LCMS (RT) : 5.46 min : 
MS (+ve ESI) : 544.4 (M+H)+. 

Example 372 - Preparation of Compound No. 372 in Table 11 
20 An analogous reaction to that described in example 358 but starting with 

tetrahydrofurfuryi-amine (101 mg, 1.00 mmol), yielded the title compound (73.8 mg, 

70 % yield) as a white solid : 

HPLC / LCMS (RT) : 5,43 min : 

MS (+ve ESI) : 528.4 (M+H>f. 
25 Example 373 - Preparation of Compound No. 373 in Table 11 

An analogous reaction to that described in example 358 but starting with 

isonipecotamide (128 mg, 1.00 nmiol), yielded the title compound (109.8 mg, 99 % 

yield) as a white solid : 

HPLC / LCMS (RT) : 5.18 min : 
30 MS (+ve ESI) : 555,4 (M+H)+. 
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Example 374 * Preparation of Compound Na> 374 in Table 11 

An analogous reaction to that described in example 358 but starting with 4-(2- 
aminoethyl^morpholine (130 mg, 1 .00 nunol), yielded the title compound (79.4 mg, 
71 % yield) as a white solid : 
5 HPLC / LCMS (RT) : 5.08 min : 
MS (4ve ESI) : 557.4 (M+H)+. 

Example 37S ■ Preparation of Compound No> 375 in Table 11 

An analogous reaction to that described In example 358 but starting with 2- 
amino-2-methyl-l-propanol (89 mg, 1 .00 mmol)» yielded the title compound (59.2 
10 mg, 57 % yield) as a white solid : 
HPLC/LCMS (RT) : 5.33 min : 
MS (+vc ESI) : 516.4 (M+H)+. 

Example 376 - Preparation of Compound No, 376 in Table 11 

An analogous reaction to that described in example 358 but starting with 3- 
15 amino-3-methyl-l-butanol (103 mg, 1 .00 mmol), yielded the title compound (47.7 mg, 
45 % yield) as a white solid : 
HPLC / LCMS (RT) : 5.27 min : 
MS (+ve ESI) : 530.4 (M+H)+. 

Example 377 - Preparation of Compound No. 377 in Table 11 
20 An analogous reaction to that described in example 358 but starting with 

isopropylamine (59 mg, 1.00 mmol), yielded the title compound (65.4 mg, 67 % yield) 

as a white solid : 

HPLC / LCMS (RT) : 5.32 min : 

MS (+ve ESI) : 486.3 (M+H)+. 
25 Example 378 - Preparation of Compound No, 378 in Table 11 

An analogous reaction to that described in example 358 but starting with 2- 

ammo-l-propanol (75 mg, LOO mmol), yielded the title compound (63.8 mg, 64 % 

yield) as a white solid : 

HPLC / LCMS (RT) : 5.18 min : 
30 MS (+ve ESI) : 502.4 (M+H)+. 
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Example 379 - Preparation of Compound No. 379 in Table 11 

An analogous reaction to that described in example 358 but starting with D-2- 
amino-l-butanol (89 mg, 1.00 mmol). yielded the title compound (70.7 mg, 69 % 
yield) as a vMte solid : 
5 HPLC / LCMS (RT) : 5.22 min : 
MS (+ve ESO : 516.4 (M+H)+. 

Eiample 380 - Preparation of Comnonnd No. 380 in Table 1 1 
An analogous reaction to that described in example 358 but starting with 3-amino-l^- 
propanediol (91 mg, 1.00 mmol), yielded the title compound (22.1 mg, 21 % yield) as 
10 aw^tesolid: 

HPLC / LCMS (RT) : 1.66 min : 
MS (+ve ESD : 518'.4 (M+H)+. 

E»amplc 381 - Preparation of Compound No. 381 in Table 1 1 

An analogous reaction to that described in example 358 but starting with 2- 
15 methoxyethyl-amine (75 mg, 1 .00 mmol), yielded the title compound (67. 1 mg, 67 % 
yield) as a white solid : 
HPLC / LCMS (RT) : 5.47 min : 
MS (+ve ESI) : 502.4 (M+H)+. 

EmmpIc 382 - P reparation of Compound No. 382 in Table 1 1 
20 An analogous reaction to that desoibed in example 358 but starting with l-Q- 

aminoethoxy)-cthanol (105 nig, 1.00 nmiol), yielded the tide compound (75.8 mg, 71 

% yield) as a white solid : 

HPLC / LCMS (RT) ; 524 min : 

MS (+ve ESO : 532.4 (M+H>f . 
25 Example 383 - Preparation of Compound No. 383 in Tflhli> 1 1 

An analogous reaction to that described in example 358 but starting with 2- 

mercaptoethyl-amine hydrochloride (77 mg, 1.00 mmol), yielded the tiUe compound 

(3 1.8 mg, 33 % yield) as a white solid : 

HPLC / LCMS (RT) : 1.81 min : 
30 MS (+ve EST) : 488.3 (M+H)+. 
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EMmDic 384 - Preparation of Compound No. 384 in Table 1 1 

An analogous reaction to that described in example 358 but starting with 2- 
(ethylthio)ethyl-amine (105 mg, 1.00 nunol), yielded the title compound (194.4 mg, 
193 % yield) as a white solid : 
5 HPLC / LCMS (RT) : 1.92 min : 
MS (+ve ESI) : 504.3 (M+H)+. 

Eiamnle 38S - Preparation of Compound No. 385 in Table 1 1 

An analogous reaction to that described in example 358 but starting with 3- 
diethylamino-piopylamine (130 mg. 1.0 mmol), yielded the title compound (25 J mg, 
10 24 % yield) as a white solid : 
HPLC / LCMS (RT) : 5.02 min : 
MS (4ve ESO : 532.2 (M+H)*-. 

Example 386 - Preparation of Compound No. 386 in Table 11 

An analogous reaction to that described in example 358 but starting with 3- 
15 ethoxypropylamine (103 mg, 1.00 mmoi), yielded the title compound (15.9 mg, 14 % 
yield) as a white solid : 
HPLC / LCMS (RT) : 5.44 min : 
MS (+ve ESI) : 557.4 (M+H)+. 

Example 3 87 - Preparation of Compound No. 387 in Table 11 
20 An analogous reaction to that described in example 358 but starting with 3-amino-l- 
propanol (75 mg, 1.00 mmol), yielded the title compound (112.7 mg, 106%yield)as 
a vdiite solid : 

HPLC/LCMS (RT) : 5.23 min : 

MS (+ve ESI) : 530.4 (M+H)+. 
25 Example 388 - Prepa ration of Compound No. 388 In Table 11 

An analogous reaction to that described in example 358 but starting with 5- 

amino-l-pentanol (103 mg, 1 .00 mmol) , yielded the title compound (1 1 .9 mg, 12 % 

yield) as a white solid : 

HPLC / LCMS (RT) : 5.37 min : 
30 MS (+ve ESI) : 502.4 (M+H)+. 
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Example 389 - Prcpararion of Compound No. 389 in Table II 

An analogous reaction to that described in example 358 but starting with D- 
prolinamtde (1 14 mg, 1.00 mmol) , yielded the title compound (15.4 mg, 15 % yield) 
as a white solid : 
5 HPLC/LCMS(RT) 5.34 min: 
MS (+ve ESI) : 530.4 (M+H)<-. 

Example 390 - P reparation of Compouiid No. 390 in Table 1 1 

An analogous reaction to that described in example 358 but starting with 3- 
amino-5-methylpyrazolc (97 mg, 1 .00 mmol) , yielded the title compound (150.6 mg, 
10 139 % yield) as a white solid : 
HPLC / LCMS (RT) : 5.52 min : 
MS (+ve ESI) : 541 J (M+H)+. 

Example 391 - Pr eparation of Compound No. 391 in Table 1 1 

An analogous reaction to that described in example 358 but starting with 1- 
15 amin<Mnethyl-l-cyclohexanol hydrochloride (129 mg, 1.00 mmol) , yielded the title 
compound (153.9 mg, 147 %yield) as a white solid : 
HPLC / LCMS (RT) : 5.54 min : 
MS (+ve ESI) : 524.4 (M+H)+. 

Example 392 - P reparation of Compound No. 392 In Table 11 
20 An analo^us reaction to that described in example 358 but starting with 2- 

amino-l-hexanol (1 17 mg, 1.00 mmol), yielded the title compound (52.6 m& 47 % 

yield) as a white solid : 

HPLC / LCMS (RT) : 5.53 min : 

MS (+ve ESI) : 556.7 ^+H)+. 
23 Example 39 3 - Preparation of Compound No. 393 in Table 11 

An analogous reaction to that described in example 358 but starting with 5- 

methyl-2-furanmethanamine (1 1 1 mg, 1 .00 mmoi), yielded the title compound (63. 1 

mg, 58 % yield) as a white solid : 

HPLC /LCMS CRT) : 5.58 min : 
30 MS (+ve ESI) : 544.4 (M+H)+. 
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Example 394 - Preparation of Compound No, 394 in Table 11 

An analogous reaction to that described in example 3S8 but starting with 3- 
amino-2;2-dimethyl-I-propanol (103 mg, 1.00 mmol). yielded the title compound 
(IS I mg, 140 % yield) as a white solid : 
5 HPLC / LCMS (RT) : 5.38 min : 
MS (+ve ESI) : 538.3 (M+H)+. 

Example 395 - Preparation of Compound No. 395 In Table 11 

An analogous reaction to that described in example 358 but starting with 3- 
aminometlqrl-thiophene dihydrochlotide (1 13 mg, 1.00 mmol), yielded the title 
10 compound (1 13.4 mg, 107 % yield) as a v^te solid : 
HPLC / LCMS (RT) : 5.64 min : 
MS (+ve ESI) : 530.4 (M+H)+. 

Example 396 - Preparation of Compound No. 396 in Table 11 

An analogous reaction to that described in example 358 but starting with 
IS ethanolamine (61 mg, 1 .00 mmol), yielded the title compound (46. 1 mg, 43 % yield) 
as a white solid : 
HPLC / LCMS (RT) : 5. 19 min : 
MS (+ve ESI) : 540.3 (M+H^. 

Example 397 - Preparation of Compound No. 397 In Table 11 
20 An analogous reaction to that described in example 358 but starting with 

thiophene-2-methyIamine (1 13 mg, 1.0 mmol), yielded the title compound (10.8 mg, 

10 % yield) as a white solid : 

HPLC / LCMS (RT) : 5.64 min : 

MS (+ve ESI) : 540.3 (M+H)+. 
25 Example 398 - Prenaration of Compound No. 398 in Table 11 

An analogous reaction to that described in example 358 but starting with 

piperidine (0.1 1 ml, 1.1 mmol), and omitting the sodium iodide catalyst, yielded the 

title compound ( 1 8.7 mg, 1 8 % yield) as a white solid : 

'H-NMR (DMSO d.) : 10.23 (s, IH), 9.44 (s. IH). 8.41 (s, IH), 7.95 (d, 2H), 7.83 (s, 
30 IH), 7.67-7.82 (m, 4H), 7.45-7.63 (m, 3H), 7.15 (s, IH). 4.15 (t. 2H), 3.96 (s, 3H). 
2.26-2.47 (m, 6H), 1 .85-2.00 (m. 2H), 1 .44-1 .56 (m, 4H), 1.30-1 .44 (m, 2H) : 
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MS (+ve ESI) : 512.6 (M+H>+. 

Example 399 - Preparatioa of Compound No. 399 in Table 11 

An analogous reaction to that described in example 358 but starting with 
pyrrolidine (0.09 ml, 1.1 mmol), yielded the title compound (38 mg, 36 % yield) as a 
5 white solid : 

'H-NMR (DMSO d,) : 10.23 (s, IH), 9.44 (s. IH). 8.42 (s, IH), 7.97 (d, 2H). 7.84 (s. 
IH). 7.68-7.82 (m. 4H). 7.46-7.63 (m. 3H). 7.14 (s. IH). 4.17 (t. 2H), 3.95 (s. 3H), 
2.40-2.63 (m, 6H), 1.89-2.02 (m. 2H), 1.60-1.77 (m, 2H) : 
MS (+ve ESI) : 498.6 (M+H>f. 
>0 Example 400 - Preparati on of Comnaund No. 400 In Table 1 1 

An analogous reaction to that described in example 358 but starting with N- 
methyl piperazine (0. 12 ml, 1 . 1 mmol), yielded the title compound (47 mg, 41 % yield) 
as a white solid : 

'H-NMR (DMSO d.) : 10.23 (IH, s). 9.44 (s. IH). 8.42 (s. IH). 7.96 (d, 2H), 7.84 (s, 
15 IH), 7.68-7.82 (m, 4H). 7.47-7.62 (m, 3H), 7.14 (s. IH), 4.15 (t, 2H), 3.95 (s, 3H). 
2.22-2.50 (m. lOH), 2.14 (s. 3H). 1.85-1.99 (m, 2H) : 
MS (+ve ESI) : 527.6 (M+H)+. 

Example 401 - Preparation of Compound No. 401 in Table 11 

An analogous reaction to that described in example 358 but starting with 
20 diethylamine (0.1 1 ml, 1.1 mmol), yielded the title compound (49 mg, 43 % yield) as a 
white solid : 

'H-NMR (DMSO d.) : 10.23 (s, IH), 9.44 (s, IH), 8.42 (s, IH), 7.95 (d, 2H), 7.84 (s. 
IH), 7.70-7.81 (m. 4H). 7.46-7.62 (m, 3HX 7.14 (s, IH^ 4.16 (t, 2H), 3.95 (s, 3H), 
2.56 (t. 2H), 2.50 (q, 41^^ 1.82-1.94 (m, 2H), 0.95 (t, 6H) : 
25 MS (+ve ESI) : 500.6 (M+H)+. 

Example 402 - Pre paration of Comoound No. 402 in Table 1 1 

An analogous reaction to that described in example 358 but starting with 
diethanolamine (0.10 ml, 1.1 mmol), yielded the tiUe compound (24 mg, 27 % yield) 
as a white solid : 
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'H-NMR (DMSO d,) : 10,23 (s, IH). 9.44 (s. IH). 8.41 (s, IH). 7.96 (d. 2H). 7.84 (s. 
IH), 7.68-7.82 (m. 4H), 7.46-7.63 (m, 3H), 7.16 (s, IH), 4.30 (t. 2H), 4.18 (t, 2H), 
3.95 (s, 3H). 3.34-3.49 (ra, 4H). 2.64 (t, 2H). 2.44-2.60 (m. 4H), 1.82-1.95 (m, 2H) : 
MS (+ve ESI) : 532.6 (M+H)+. 

Example 403 - Preparation of Compound No. 403 in Table 11 

An analogous reaction to that described in example 358 but starting with NJ»1*- 
dimcthyl-3-aminopyrolidine (1 14 mg, 1.0 nunol). yielded the title compound (85 mg, 
78 % yield) as a white solid : 
HPLC / LCMS (RT) : 5.08 min : 
MS (+ve ESI) : 541 (M+H)*-. 

Example 404 - Prenarat ion of ComnouBd No. 404 in Table 1 1 

An analogous reaction to tiiat described in example 358 but starting with 2-(N- 
methylamino) N-metiiytecetamide (102 mg, 1.0 mmol), yielded the titie compound 
(30 mg, 28 % yield) as a white solid : 
HPLC / LCMS (RT) : 5.44 rain : 
MS (+ve ESI) : 529 (M+H)+. 

Example 405 - Prepa ration of Compound No. 405 In Table 1 1 

An analogous reaction to that described in example 358 but starting witii 2- 
oxopiperazine (100 mg, 1.0 mmol), yielded Uie titie compound (80 mg, 76 % yield) as 
a white solid: 

HPLC / LCMS (RT) : 5.35 min : 
MS (+ve ESD : 527 (M+H)+. 

Example 406 - Prepara tion of Comoonnd No. 406 in Table 1 1 

An analogous reaction to that described in example 358 but starting with 3- 
amino-4-hydroxy tetrahydiofiiran (103 mg, 1.0 mmol), yielded tiie titie compound (18 
mg, 17 % yield) as a white solid: 
HPLC / LCMS (RT) : 5.30 min : 
MS (+ve ESI) : 530 (M+H)+. 
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Example 407 - Prcna ration of Compound No. 407 in Table 1 1 

An analogous reaction to that described in example 358 but starting with 4- 
methylpiperidine (99 mg, 1 .0 ramol), yielded the tiUe compound (96 mg, 91 % yield) 
as a white solid : 
HPLC / LCMS (RT) : 5.59 min : 
MS (+ve EST) : 526 (M+H>f . 

Example 40« - Prcnarati on of Comnngad No. 408 in Tabte 1 1 

An analogous reaction to that described in example 358 but starting with 3,5- 
dimethyl-piperidine (1 13 mg. 1.0 mmol), yielded the title compound (85 mg, 79 % 
yield) as a white solid: 
HPLC / LCMS (RT) : 5.68 min : 
MS (+ve ESI) : 540 (M+H)+. ' 

Example 409 - Prepara tion of Compound No. 409 in Table 1 1 

An analogous reaction to that described in example 358 but starting with N- 
methyl 3-amino-4-hydroxy-4-methyl tetrahydropyran (145 mg, 1 .0 mmol), yielded the 
title compound (1 1 mg, 10 % yield) as a white solid : 
HPLC / LCMS (RT) : 5.52 min : 
MS (+ve ESI) : 572 (M+H>+. 

Example 410 - Prepar ation of Compound No. 410 in Table 1 1 

An analogous reaction to that described in example 358 but starting with 3- 
aminocyclopent-l-ene (83 mg, 1.0 mmol), yielded the title compound (76 mg, 75 % 
yield) as a white solid: 
HPLC / LCMS (RT) : 5.64 min : 
MS (+ve ESI) : 510 (MrHH)+. 

Example 411 - Prepara tion of Compound No. dn fa Table 11 

An analogous reaction to that described in example 358 but starting with (28, 
4R>2<hydroxymethyl)-*.hydroxypyrrolidinc (117 mg. 1.0 mmol). yielded the tiUe 
compound (80 mg, 74 % yield) as a white solid : 
HPLC / LCMS (RT) : 5.26 min : 
MS (+ve ESO : 544 (M+H)+. 
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Example 412 - Prenaratioa of Comnound No. 412 in TaMy i i 

An analogous reaction to that described in example 358 but starting with fra/w- 
N-methyl-3-hydroxy-4-amino-tetrahydropyran (13 1 rag, 1.0 nunol). yielded the titie 
compound (58 mg, 52 % yield) as a white solid : 
5 HPLC / LCMS (RT) : 5.38 min : 
MS (+ve ESI) : 558 (M+H)+, 

Example 413 - Preparation nf Compound No. 413 in TaMa II 

An analogous reaction to that described in example 358 but starting with N- 
methyl cyclobutylmethylamine (99 mg, I.O mmol), yielded the title compound (83 
10 mg, 79 % yield) as a white solid : 
HPLC / LCMS (RJ) : 5.60 min : 
MS (+ve ESI) : 526 (M+H>f . 

Example 414 - Preparation nf f^tmnonnd No, 414 in Table 1 1 

An analogous reactionto that described in example 358 but starting with 3- 

15 hydroxyazetidine(73mg, 1.0 mmol), yielded the titie compound (I9mg, 19%yield) 
as a vfbite solid : 

HPLC/LCMS (RT) : 5.40 min : 
MS (+ve EST) : 500 (M+H>f . 

Example 415 - Preparation of Compound No. 41S in Table 11 
20 An analogous reaction to that described in example 358 but starting with N- 

methyl 3-cyano-methylamine (84 mg, 1.0 mmol), yielded the tide compound (63 mg, 
62 % yield) as a \Aute solid : 
HPLC / LCMS (RT) : 533 min : 
MS (+ve ESI) : 51 1 (M+H)+. 
2^ Example 416 - Preparati on of Comnound No. 416 ia Table 1 1 

An analogous reaction to that described in example 358 but starting witii N- 
methyl l-(2-aminoethyl)morpholine (144 mg, 1.0 mmol), yielded die title compound 
(91 mg. 80 % yield) as a white solid : 
HPLC / LCMS (RT) ; 5.38 min : 
30 MS (+ve ESI) : 571 (M+H)*-. 



wo 01/21596 



PCT/GB00/D3S80 



209 

Example 417 - Prep>^ration of rfti pBonnd No. 417 in Tahl*. 1 1 

An analogous reaction to that described in example 358 but starting with l-(2- 
methoxy-etfiyl)pipeiazine (144 mg, 1.0 nunol), yielded the tide compound (52 mg, 46 
% yield) as a white solid : 

5 HPLC/LCMS(RT):5.44min: 
MS (+ve EST) : 571 (M+H)+. 

Example 418 - Prep oratfop of romnound No. 418 in Tahli. 1 1 

An analogous reaction to that described in example 358 but starting with 2.6- 
dimethyl-motpholine (1 15 mg, LO ramol), yielded the tiUe compound (38 mg, 35 % 
t) yield) as a wliite solid : 

HPLC / LCMS (RT) : 5.47 min : 
MS (+ve ESI) : 542 (M+H)+. 

Examole 419 - Prepa ration of romnound No. 419 in Table 1 1 

An analogous reaction to that described in example 358 but starting with 
i tfaiomoipholine (103 mg, 1 .0 mmol), yielded the title compound (69 mg, 65 % yield) 
asawdiitesolid : 
HPLC / LCMS (RT) : 5.52 nun : 
MS (+ve ESI) : 530 (M+H)+. 

Example 420 - Prcnaration of Comp ound No. 420 in Table 1 1 

An analogous reaction to that described in example 358 but starting with 2- 
methylpiperidine (99 rag, 1.0 mmol). yielded the title compound (103 mg. 98 % yield) 
as a white solid : 
HPLC / LCMS (RT) : 5.46 min : 
MS (+ve ESI) : 526 (M+H)+. 

Example 421 - Prcnam Hon of Comnonnd No. 421 Table 11 

An analogous reaction to that described in example 358 but starting with 2,6- 
dimethyl-piperidine (1 1 3 mg, 1 .0 mmol), yielded the title compound (69 mg. 64 % 
yield) as a white solid: 
HPLC / LCMS (RT) : 5.60 min : 
MS (+ve ESQ : 540 (M+H)+. 
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Example 422 - Prep urafion of romnound No. 422 in Tahh I i 

An analogous reaction to that described in example 358 but starting with 2- 
piperidine-methanol (1 15 mg, 1.0 mmol), yielded the tide compound (66 mg, 61 % 
yield) as a white solid : 
HPLC / LCMS (RT) : 5.46 min : 
MS (+ve ESI) : 542 (M+H)+. 

Eiample 423 - Prppa rafion of Compound No. 423 in Tahl«^ 1 1 

An analogous reaction to that described in example 358 but starting with 3- 
hydroxy-piperidine (101 mg, 1.0 mmol), yielded the title compound (89 mg, 84 % 
yield) as a white solid : 
HPLC / LCMS (RT) : 5.31 min : 
MS (+ve ESI) : 528 (M+H>f . 

Example 424 - Prepar ation of Compound No. 424 in Table 1 1 

An analogous reaction to that described in example 358 but starting with 3- 
pynroline (69 mg, 1.0 mmol). yielded the tide compound (33 mg, 33 % yield) as a 
white solid : 

HPLC / LCMS (RT) : 6.46 min : 
MS (+ve ESI) : 494 (M+H)+. 

Example 425 - Prenara don of Compound No. 42g in Table 1 1 

An analogous reacdon to diat described in example 358 but starting widi bis- 
(2-medioxy-ediyl)amine (133 mg, 1.0 mmol). yielded die tide compound (43 mg, 38 
% yield) as a \vhitc solid : 
HPLC / LCMS (RT) : 5.50 min : 
MS (+ve EST) : 560 (M+H>f. 

Example 426 - Prenarari pn of Comtiound No. 426 in Tahl^ 1 1 

An analogous reaction to diat described in example 358 but starting widi 4- 
hydroxy-piperidine (101 mg, 1.0 mmol), yielded die tide compound (90 mg, 85 % 
yield) as a white solid: 
HPLC / LCMS (RT) : 5.25 min : 
MS (+ve ESI) : 528 (M+H)+. 
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Example 427 - Prepamt joa of Comnimnd No. 427 in Tnhi^ 1 1 

An analogous reaction to that described in example 358 but starting with L- 
prolinamide (1 14 mg, 1.0 ramol). yielded the title compound (87 mg, 81 % yield) as 
white solid : 

HPLC / LCMS (RT) : 5.40 min : 
MS (+ve ESI) : 541 (M+H)+. 

Example 428 - Preparati<i n of Comnflund No. 42« in TahlA 1 1 

An analogous reaction to that described in example 358 but starting with 1- 
isopropyli)iperazine (128 mg. 1.0 nunol), yielded the tide compound (22 mg. 20 % 
yield) as a white solid: 
HPLC / LCMS (RT) : 5.44 min : 
MS (+ve ESI) : 555 (M+H>f . 

Example 429 - Prenainti on of Comnniind No. 429 in Tahli. 1 1 

An analogous reaction to that described m example 358 but starting with N- 
niethyltetrahydrofiirfurylamine(I15mg. 1.0 mmol), yielded the tide compound (106 
mg, 98 % yield) as a white solid : 
HPLC / LCMS (RT) : 5.52 min : 
MS (+ve ESI) : 542 (M+H)+. 

Example 430 - PrcDara non of Compnund No. 43fl in Table 1 1 

An analogous reaction to diat described in example 358 but starting with 4- 
acetyl piperidine hydrochloride (163 mg, 1.0 mmol). yielded the title compound (55 
mg, 50 % yield) as a white solid : 
HPLC / LCMS (RT): 5.59 min: 
MS (+ve ESI) : 554 (M+H)+. 

Example 431 - Prenararin q of Compounii No. 431 in Tahii. If 

An analogous reaction to that described in example 358 but starting with (R).3. 
pyridinol (87 mg, 1.0 mmol). yielded the tide compound (100 mg. 97 % yield) as a 
white solid : 

HPLC / LCMS (RT) : 5.34 min : 
MS (+ve ESO : 5 14 (M+H)+. 
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Example 432 - Prap flrafion of Compound No. 432 in Tabic } } 

An analogous reaction to that described in example 358 but starting with 1- 
methyi-4-(methylamino)piperidine (128 mg, 1.0 mmol), yielded the title compound 
(83 mg, 7S % yield) as a white solid : 
HPLC /LCMS (RT) : 5.10 min : 
MS (+ve ESO : 555 (M+H>f . 

Example 433 - Preparation of Compound No. 433 in Table 1 1 

An analogous reaction to that described in example 358 but starting with 4-(l- 
pyrrolidinyl>piperidine (154 mg, 1.0 mmol), yielded the tiUe compound (103 mg, 89 
% yield) as a white solid : 
HPLC / LCMS (RT) : 5.07 min : 
MS (+ve ESI) : 581 (M+H>f. 

Example 434 - Prepa ration of Compound No. 434 in Tahlft 1 1 

An analogous reaction to that described in example 358 but starting witii 1- 
methyl homo-piperazine (1 14 mg, 1.0 mmol), yielded the title compound (63 mg, 58 
% yield) as a white solid : 
HPLC / LCMS (RT) : 5.03 mm : 
MS (+ve ESI) : 541 (M+H)+. 

Example 435 - Preparation of Compound No. 435 in Table 1 1 

An analogous reaction to that described in example 358 but starting with 4- 
amino-2,2-dimethyItetiahydropyian (126 mg, 1.0 mmol). yielded the title compound 
(63 mg, 57 % yield) as a white solid : 
HPLC / LCMS (RT) : 5.44 min : 
MS (+ve ESO : 556 (M+H)+. 

Example 4 36 - Preparation of Compound No. 436 in Table 11 

An analogous reaction to that described in example 358 but starting with N-(2- 
hydroxyethyl)piperazine (128 mg, 1.0 mmol), yielded the title compound (91 mg, 82 
% yield) as a white solid : 
HPLC / LCMS (RT) : 5.25 min : 
MS (+ve ESI) : 557 (M+H)+. 
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Example 437 - Prenamri on of Ciimnftnnd No. 437 in T«hi> 1 1 

An analogous reaction to that described in example 358 but starting with 2- 
(mcthylamino)-ethanoI (75 mg, I.O nunol). yielded the tiUe compound (81 mg. 81. % 
yield) as a white soUd : 
HPLC / LCMS (RT) : 5.24 min : 
MS (+ve ESI) : 502 (M+H)+. 

Example 438 - Prenarali nn of Comnngnd No. 43« tg Table 1 1 

An analogous reaction to that described in example 358 but starting with (S> 
pyrrolidine-methanol (101 mg. 1 .0 mmol). yielded the tiUe compound (87 mg. 83 % 
yield) as a white solid: 
HPLC / LCMS (RT) : 5.39 min : 
MS (+ve ESI) : 528 (M+H)+. 

Example 439 - Prenararion of Com^ftii nd No. 43Q In TaM» 1 1 

An analogous reaction to that described in example 358 but starting with 3- 
piperidine-methanol (115 rag, 1.0 mmol). yielded the tide compound (105 mg, 97 % 
yield) as a white solid: 
HPLC / LCMS (RT) : 5.34 min : 
MS (+ve ESI) : 542 (M+H)f. 

Example 440 - FrcnaraHn n of Comimimd No. 440 in Tahl^ ii 

An analogous reaction to that described in example 358 but starting with cis- 
2,5Klimethyl-piperazine (1 14 mg. 1.0 mmol), yielded the title compound (91 mg, 84 
% yield) as a white solid : 
HPLC / LCMS (RT) : 5.16 min : 
MS (+ye ESI) : 541 (M+H)+. . 

Example 441 - Prenarartn n of Comnnnnd No. 441 In TahiA 11 

An analogous reaction to tiiat described in example 358 but starting with a 
solution of methylamine in tetrahydrofuian (60 ml of a 2.0N solution. 120 mmol), 
yielded the tide compound (2.6 g, 38 % yield) as a white solid, after purification by 
flash chromatography on silica gel, eluting with 5-10% metiianol in dichloromethane : 
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•H-NMR (DMSO d6) : 10.30 (s, IH). 9.42 (s, IH). 8.40 (s. IH), 7.98 (d. 2H). 7.82 (s. 
IH), 7.70-7.80 (m. 4H); 7.45-7.60 (m. 3H), 7.15 (s, IH). 4.20 (t, 2H). 3.98 (s. 3H). 
2.62 (t. 2H). 2.30 (s. 3H), 1.82-1.98 (m, 2H) : 
MS (-veESI) : 456 (M-H)' 
^ Ewmple 442 - PrepariitfA n of Comnound No. 442 in Table 12 

(R)-4-((4-(N-ben2oyl)amino)anilino)-6-methoxy.7-(glycidyl)qui^ (88 
mg. 0.2 mmol) was added to a stirred solution of N^N-dimethylethylenediamine (88 
mg, 1 .00 mmol) in dimethylacetamide (2 ml) and the reaction was stined at 50 for 
24 hours. TTie reactions were allowed to cool to ambient temperature, diluted widi 
10 medianol (5 ml) and adsorbed onto silica for chromatography. Purification by flash 
chromatography on silica gel. eluting with 0-10% methanol in dichloromethane yielded 
the tide compound (36 mg, 34 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 4.93 min : 
MS (+ve EST) : 531 (M+H)*. 
'5 Example 44.^ - Preparati on of Comnnund No. 44% in Table 12 

An analogous reaction to that described in example 442, but starting widi N.N- 
diethyl-ediylcnediamine (116 mg. 1 .00 mmol) and the S enantiomer of die starting 
epoxide, yielded die title compound (102 mg, 91 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 4.98 min : 
20 MS (+ve ESI) : 559 (M+H)*. 

Example 444 - Pr«.paration of rompound Nn. 444 in Table 12 

An analogous reaction to diat described in example 442. but starting widi 2-(2- 
aminoedjoxy)-cdumol (105 mg, 1.00 mmol). yielded die title compound (71 mg. 67 % 
yield) as an off-white solid : 
25 HPLC / LCMS (RT) : 5.17 min : 
MS (+ve ESO : 548 (M+H)*. 

Example 44S - Pr»pai-atton of Com poond No. 44^ jp Table 12 

An analogous reaction to diat described in example 442, but starting witfi 
edumolamine (62 mg, 1 .00 mmol). yielded die tide compound (33 mg, 33 % yield) as 
30 an off-white solid: 

HPLC / LCMS (RT).: 5.18 min : 
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'H-NMR(DMSOd«):: 
MS (+ve ESO : 504 (M+H)*. 

EMmnle 446 - Prep aration of Compound No. 446 in Tiihli> n 

An analogous reacUon to that described in example 442, but starting with 2- 
i (ethyIthio)ethylamine (106 mg, 1.00 mmol), yielded the tiUe compound (28 mg, 26 % 
yield) as an off-viiite solid : 
HPLC / LCMS (RT) : 5.5 1 min : 
MS (+ve ESI) : 548 (M+H)*. 

Examnle 447 - Pri.po ration of Compound No. 447 in Tahl«> II 

An analogous reaction to that described in example 442, but starting with 3- 
(dieAylamino)-piopylamine (130 mg, 1 .00 mmol), yielded the title compound (29 mg, 
26 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 4.97 min : 
MS (+ve ESI) : 573 (M+H)*. 

Example 448 - Prenamrion of Comnft und No. 44« in T«ht^ o 

An analogous reaction to that described in example 442, but starting with 3- 
ethoxypiopyl-aminc (104 mg, 1.00 mmol), yielded the title compound (68 mg, 62 % 
yield) as an ofT-v^te solid : 
HPLC / LCMS (RT) : 5.41 min : 
MS (+ve ESI) : 546 (M+Hf. 

Example 449 - Prenara Hon of Comnpund No. 449 in Tahte 17 

An analogous reacUon to that described in example 442, but starting with 3- 
amino- 1 -propyl-amine (75 mg, 1.00 mmolX yielded the tide compound (35 mg. 34 % 
yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.20 min : 
MS (+ve ESQ : 51 8 (M+H)*. 

Example 450 - Preparation of Compnn nd No. 450 in Tahi> i> 

An analogous reaction to that described in example 442, but starting with 5- 
amino-l-pentyLamine (103 mg, 1.00 mmol), yielded the title compound (67 mg, 62 % 
yield) as an ofT-urfute solid : 

HPLC / LCMS (RT) : 5.26 min : 
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MS (+ve ESI) : 546 (M+H)*. 

EMMDle 451 - PreDaratfon of Compound No, 451 in Table 12 

An analogous reaction to that described in example 442, but starting with 4- 
amino-I-butanol (89 mg, 1.00 nunol), yielded the title compound (47 mg, 44 % yield) 
5 as an off-white solid : 

HPLC / LCMS (RT) : 5.16 min : 
MS(+veESI):532(M+H)*. 

Example 452 - Preparation of Compound No. 452 in Table 12 

An analogous reaction to that described in example 442, but starting with 3- 
10 amino-5-methyl-iy)nra2oIe (98 mg, 1 .00 mmol), yielded the tide compound (35 mg, 32 
% yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.44 min : 
MS (+ve ESI) : 540 (M+H)*. 

Example 453 - Preparation of Compound No. 453 in Table 12 
IS An analogous reaction to that described in example 442, but starting with 1- 

(aminomethyl)>l-cyclohexanoI hydrochloride (167 mg, 1.00 mmol), yielded the tide 

compound (36 mg, 32 % yield) as an off-vs^te solid : 

HPLC / LCMS (RT) : 5.50 min : 

MS (+ve ESI) : 572 (M+H)*. 
20 Example 45 4 - Preparation of Compound No. 454 in Table 12 

An analogous reaction to that described in example 442, but starting with 

thiophene-2-ethyl-amine (128 mg. 1. 00 mmol), yielded die title compound ^4 mg, 21 

% yield) as an off-white solid : 

HPLC / LCMS (RT) : 5.68 min : 
25 *H>NMR(DMSOd6):: 

MS (+ve ESI) : 570 (M+H)*. 

Example 45S - Pr eparation of Compound No. 455 in Tabic 12 

An analogous reaction to that described in example 442, but starting with 2- 
amino-l-hexanol (1 18 mg, 1.00 mmol), yielded the title compound (66 mg, 59 % yield) * 
30 as an off-white solid : 

HPLC / LCMS (RT) : 5.55 min : 
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MS (+ve ESI) : 560 (M+H)*. 

Example 4aS - Preparation of Compound No. 456 in Table 12 

An analogous reaction to that described m example 442. but starting with 2-(2- 
amlnoethyl)-l-methylpyrroHdine (128 mg, 1.00 mmol). yielded the tide compound (46 
5 mg, 4 1 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.05 min : 
MS (+ve ESI) : 571 (M+H)*. 

Example 457 - Preparation of Compouod No. 4S7 in Table 12 

An analogous reaction to that described in example 442, but starting with 5- 
10 methyI-2-furan-niethylamine (112 mg, 1.00 mmol), yielded the title compound (27 mg. 
24 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.56 mln : 
MS (+ve ESI) : 554 (M+H)*. 

Example 4Sg - Prepara tion of Comnound No. 458 in Table 12 
15 An analogous reaction to tiiat described in example 442, but starting witii 3- 

amino-2.2.dimethyH-propanol (104 mg. 1.00 mmol), yielded the tiUe compound (106 
mg. 95 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.34 min : 
MS (-Hre ESO : 546 (M+H)*. 
20 Example 459 - Preparati on of Comnound No. 459 in Table 12 

An analogous reaction to diat described in example 443, but starting with 3- 
aminomethyl-thiophene hydrochloride (150 mg, l.OO mmol), yielded the title 
compound (55 mg, 50 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.54 min : 
25 MS (+ve ESO : 556 (M+H)*. 

Example 460 - P reparation of Comnound Wo. 460 in Table 12 

An analogous reaction to that described m example 443. but starting witfi 3- 
aminopropane-l,2-dioI (91 mg, 1.00 mmol). yielded the titie compound (1 1 mg, 10 % 
yield) as an off-white solid : 
30 HPLC / LCMS (RT) : 5. 16 min : 
MS (+ve ESI) : 534 (M+H)*. 
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Example 461 - Preparation of Compound No. 461 in Table 12 

An analogous reaction to that described in example 443, but starting with 
cyclobutylamine (72 mg. 1 .00 mmol), yielded the title compound (58 mg, 56 % yield) 
5 as an ofif-white solid : 

HPLC / LCMS (RT) : 5.34 min : 
MS (+ve ESI) : 514 (M+H)^ 

Example 462 - Preparation o f Comnonnd No. 462 in Tahte 1^ 

An analogous leaction to that described in example 443, but starting with 
10 cyclopentylamine (86 mg. 1.00 mmol), yielded the tide compound (74 mg, 71 % yield) 
as an off-white solid : 
HPLC / LCMS (RT) : 5.34 min : 
MS (+ve ESI) : 528 (M+H)*. 

Example 463 - Preparation o f Compound No. 463 in TaM«> 11 
15 An analogous reaction to that described in example 443, but starting with 1 -(3- 

aminopropyI)-imidazole (125 mg, 1.00 mmol), yielded the titie compound (92 mg, 81 
% yield) as an off-white solid : 
HPLC / LCMS (RT) : 4.92 min : 
MS (+ve ESI) : 568 (M+H)*, 
20 Example 464 - Preparati on of Compound No. 464 in Table 12 

An analogous reaction to that described in example 442, but starting witii 
cyclohexylamine (100 mg, 1 .00 mmol), yielded the tide compound (58 mg, 53 % yield) 
as an ofif-v^te solid : 
HPLC / LCMS (RT) : 5.51 min : 
25 MS(+veESI):542(M+H)*. 

Example 46S - Preparati on of Compound No. 465 in Table 12 

An analogous reaction to diat described in example 442, but starting with 4- 
aminocyclo-hexanol (1 16 mg, 1.00 mmol), yielded die tide compound (56 mg. 51 % 
yield) as an off-white solid : 
30 HPLC / LCMS (RT) : 5. 17 min : 
MS (+ve ESO : 558 (M+H)*. 
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Example 466 - Prena ration of Compound No. 466 in Table 11 

An analogous reaction to that described in example 442, but starting witii 
cyclohexanemethyl-amine (1 14 mg, 1.00 mmol), yielded the title compound (68 mg, 62 
% yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.77 min : 
MS (+ve EST) : 556 (M+H)*. 

Example 467 - Prena ration of Compound No. 467 in Table 11 

An analogous reacaon to that described in example 442, but starting with 2- 
amino-2-methyM,3-propanedioI (106 mg. 1.00 mmol), yielded the title compound (66 
mg, 60 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.25 min : 
MS (+ve ESI) : 548 (M+H)*. 

Example 468 - Prenar ation of Compound No. 468 in Table 12 

An analogous reaction to that described in example 443. but starting with 2- 
amino-2-(hydroxymethyI)-l,3-propanedioI (122 mg. 1.00 mmol). yielded the tiUe 
compound (1 8 mg, 1 6 % yield) as an oiT-white solid : 
HPLC / LCMS (RT) : 5.21 min : 
MS (+ve ESI) : 564 (M+H)*. 

Example 469 - Prepara tion of Compound No. 469 In Table 12 

An analogous reaction to that described in example 442. but starting with 2- 
amino-2-ethyI-l,3-propanediol (120 mg. 1.00 mmol). yielded the title compound (56 
mg. 49 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 526 min : 
MS (+ve ESI) : 562 (M+H)*. 

Example 470 - Prepar ation of Compound No. 470 in Table 12 

An analogous reaction to that described in example 442, but starting with 2- 
(aminoethyl)-l-ethyIpynolidine (128 mg, 1.00 mmol), yielded the tide compound (74 
mg, 65 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.01 min : 
MS (+ve ESI) : 57 1 (M+H)*. 
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EMmpIc 471 - Preparation of Componnd No. 471 in ThIiIp if 

An analogous reaction to tliat described in example 442, but starting with 
tetiahydroforfuiyl-aminc (102 mg, 1.00 mmol), yielded the title compound (73 mg, 67 
S % yield) as an ofiT-white solid : 
HPLC / LCMS (RT) : 5.41 min : 
MS (+ve ESI) : 544 (M+H)*. 

Example 472 - Preparation of Compound No. 472 in Table 12 

An analogous reaction to that described in example 442. but starting with 
10 tsonipecotamide (128 mg, 1 .00 mmol), yielded the title compound (86 mg, 75 % jdeld) 
as an off-white solid : 
HPLC /LCMS (RT) : 5.18 min : 
MS (+ve ESO : 571 (M+H)*. 

Example 473 - Preparation o f Compound No. 473 in Tahfe n 
15 An analogous reaction to that described in example 442, but starting with 4-(2- 

aminoethyl>moipholine (130 mg, 1.00 mmol), yielded the title compound (1 12 mg, 98 
% yield) as an off-M^iite solid : 
HPLC / LCMS (RT) : 5.04 min : 
MS (+ve ESI) : 573 (M+H)*. 
20 Example 474 - Preparat ion of Compound No. 474 in Tabic 12 

An analogous reaction to that described in example 442, but starting with 2- 
amino-2-methyl-l-propanol (89 mg, 1.00 mmol), yielded the title compound (75 mg, 
71 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.22 min : 
25 MS (-Hve ESI) : 532 (M+H)*. 

Example 47S - Pre paration of Compound No. 47S in Table 12 

An analogous reaction to that described in example 442, but starting with 3- 
amino-3-methyl-l.butanol (103 mg, 1.00 mmol), yielded the tiUe compound (48 mg, 44 
% yield) as an off-white solid : 
30 HPLC/LCMS (RT) : 5.28 min : 
MS (+ye ESI) : 546 (M+H)*. 
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EMmpte 476 - Prenanitfon <if ComnoMnrf Np. 476 in TnhU 17. 

An analogous reaction to that described in example 442. but starting with 
isopropylamine (59 mg. 1.00 mmol), yielded the title compound (73 mg, 73 % yield) as 
an off-white solid : 
HPLC / LCMS (RT) : 5.17 min : 
MS (+ve EST) : 502 (M+H)*. 

Example 477 - PreparaHon of Compound No. 477 In TahlP 17 

An analogous reaction to that described in example 442. but starting with 2- 
amino-I -propanol (75 mg. 1 .00 mmol), yielded the tiUe compound (59 mg, 57 % yield) 
as an ofif-white solid : 
HPLC / LCMS (RT) : 5.18 min : 
MS (+ve ESI) : 5 1 8 (M+H)*. 

Example 478 - PwDaration of rpmpound Nn, 478 in Table 1?, 

An analogous reaction to that described in example 442, but starting with 
cydopropylamine (57 mg. 1.00 mmol). yielded the title compound (59 mg. 59 % yield) 
as an off-wiiite solid : 
HPLC / LCMS (RT) : 5.24 min : 
MS (+ve EST) : 500 (M+H)*. 
20 Example 479 - Preparati on of Comnound No. 479 in Table 12 

An analogous reaction to that described in example 442, but starting with 
thiophene-2-methylamine (1 13 mg, 1.00 mmol). yielded the tide compound (14 mg, 13 
% yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.50 min . 
25 MS (+ve ESI) : 556 (M+H)*. 

Example 4«n - Proparafion of Cn mpound No. 480 in Tahle 11 

An analogous reaction to that described in example 442. but starting with N- 
acetylethylcneKiiamine (102 mg, 1.00 mmol), yielded the tiUe compound (73 mg, 67 % 
yield) as an off-vidiite solid : 
30 HPLC / LCMS (RT) : 5.21 min : 
MS (+ve ESI) : 545 (M+H)*. 
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Example 481 - Prena rafion of Compound No. 481 in Table 12 

An analogous reaction to that described in example 442, but starting with 2- 
(methyIthio)ethylamlne (92 mg, 1.00 mmol), yielded the tiUe compound (5 1 mg, 48 % 
yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.34 min : 
MS (+ve ESI) : 534 (M+H)*. 

Example 482 - Prepa ration of Compound No. 482 in Table 11 

An analogous reaction to that described in example 442, but starting with N-C2- 
aminoethyl)-piperidine (128 mg, 1.00 mmol), yielded the tiUe compound (99 mg. 87 % 
yield) as an o£f-white solid : 
HPLC / LCMS (R-0 : 4.92 min ; 
MS (4ve ESI) : 571 (M+H)*. 

Example 483 - Prepar ation of Compound No. 483 In Tahlc 12 

An analogous reaction to that described in example 443, but starting with L- 
prolinamidc (1 14 mg, 1 .00 mmol), yielded the title compound (1 12 mg, 99 % yield) as 
an off-white solid : 
HPLC / LCMS (RT) : 5.38 min : 
MS (+ve EST) : 557 (M+H)*. 

Example 484 - Prepara tion of Compound No. 484 in Table 12 

An analogous reacUon to that described in example 443, but starting with S- 
leucinol (1 1 7 mg, 1 .00 mmol). yielded the tiUe compound (76 mg, 68 % yield) as an 
ofT-wdiite solid : 

HPLC / LCMS (RT) : 5.44 min: 
MS (+ve ESI) : 560 (M+H)*. 

Example 485 - Preparati on of Compound No. 48S In Table 12 

An analogous reaction to that described in example 443, but starting with D-2- 
amino-l-butanol (75 mg, 1.00 mmol), yielded the tifle compound (78 mg, 73 % yield) 
as an off-M^ite solid : 
HPLC / LCMS (RT) : 5.27 min : 
MS (+ve ESI) : 532 (M+H)*. 
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Example 486 - Preparatioii of Compoupd No. 486 in Table 12 

An analogous reaction to that described in example 442» but starting with L- 
prolinamide (1 14 mg, 1.00 mmol), yielded the title compound (109 mg, 96 % yield) as 
5 an off-^^ite solid : 

HPLC / LCMS (RT) : 5.28 min : 
MS (+VC ESO : 557 (M+H)*. 

Example 487 - Preparatiop of Compound No. 487 in Table 12 

An analogous reaction to that described in example 442, but starting with S- 
10 leucinol (1 17 mg, 1 .00 mmol), yielded the title compound (71 mg, 64 % yield) as an 
ofF-white solid : 

HPLC / LCMS (RT) : 5.26 min : 

MS (+vc ESI) : 560 (M+H)* ^ 

Example 488 - Preparation of Compound No, 488 in Table 12 
15 An analogous reaction to that described in example 442, but starting with D-2- 

amino-l-butanol (75 mg, LOO mmol), yielded the title compound (59 mg, 57 % yield) 

as an off-white solid : 

HPLC / LCMS (RT) : 5.24 min : 

MS (+ve ESI) : 518 (M+H)*. 
20 Example 489 - Preparation of Compound No. 489 in Table 12 

An analogous reaction to that described in example 443, but starting with N,N- 

dimethyl-ethylenediamine (88 mg, 1.00 nunol), yielded the title compound (38 mg, 36 

% yield) as an off-vs4iite solid : 

HPLC / LCMS (RT) : 4.92 min : 
25 MS (+ve ESI) : 53 1 (M+H)^ 

Example 490 - Preparation of Compound No. 490 in Table 12 

An analogous reaction to that described in example 443, but starting with 2-(2- 

aminoethoxy)-ethanol (1 05 mg, LOO mmol), yielded the title compound (73 mg, 67 % 

yield) as an ofT-white solid : 
30 HPLC / LCMS (RT) : 5.19 min : 

MS (+VC EST) : 548 (M+H)*. 
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Example 491 - Prgp«m Hon of Comnngnd No. 491 in T»hi^ 

An analogous reaction to that described in example 443. but starting with 

ethanolamine (61 mg. LOO nunol). yielded die Utie compound (63 mg. 63 % yield) as 
an off'white solid : 

! HPLC/LCMS(RT):5.17min: 
MS (+ve EST) : 504 (M+H)*. 

Example 492 - Pii.p«ir.^tfon of Comp ound No. 497. jg Table 17. 

An analogous reaction to that described in example 443, but staiting with 2- 
(ethylthio)ethyl-amine (105 mg, 1.00 mmol). yielded the title compound (28 mg, 25 % 
yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.53 min : 
MS (+ve ESI) : 548 (M+H)*. 

Example 493 - PreMinrion of rftmpn. md No. 49^ In tm^ i-> 

An analogous reaction to that described in example 443. but starting with 3- 
(diethylaniino>propylamine (130 mg. 1 .00 mmol). yielded the title compound (40 mg. 
35 % yield) as an ofi^white solid : 
HPLC / LCMS (RT) : 5.02 min : 
MS (+ve ESO : 573 (M+H)*, 

Example 494 - Prenararin n of Comnoiind No. 494 in TahtP i? 

An analogous reaction to that described in example 443. but starting with 3- 
etijoxypropyl-amine (103 mg. 1.00 mmol), yielded tiie tide compound (84 mg, 77 •/„ 
yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.43 min : 
MS (+ve ESI) : 546 (M+H)*. 

Example 495 - PrenflinHn n of ComnnH.^d No. 49ji In T«M> 

An analogous reaction to that described in example 443. but starting with 3- 
amino-l-propanol(75mg, 1.00 mmol), yielded the title compound (6 1 mg.59%yield) 
asanoff-v^tesolid: 

HPLC / LCMS (RT) : 5. 16 min : 
MS (+ve ESI) : 5 1 8 (M+H)*. 
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Example 496 - Preparation of Com^unii No. 496 in ThHIa tJ 

An analogous reaction to that described in example 443, but starting with 5- 
amino-l-pentanol (103 mg, 1.00 mmol). yielded the title compound (65 rag, 60 % 
yield) as an off-Miiite solid : 
5 HPLC / LCMS (RT) : 5.21 min : 
MS (+ve ESI) : 546 (M+H)*. 

Example 497 - Preoarario n of Compound No. 497 jp Table 12 

An analogous reaction to that described in example 443, but starting with 4- 
amino-1 -butanol (89 rag, 1 .00 mmol). yielded the title compound (45 rag. 42 % yield) 
10 as an off-white solid: 

HPLC / LCMS (RT) : 5.24 min : 
MS (+ve ESI) : 532 (M+H)*. 

Example 498 - Preparation of Compound Nq. 498 in Tahiii 1i 

An analogous reaction to that described in example 443, but starting wifli 3- 
15 amino-5-methyl-pyrazole (98 mg. 1,00 mmol), yielded the tiUe compound (38 mg, 35 
% yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.48 min : 
MS (+ve ESI) : 540 (M+H)*. 

Example 499 - Preparation of Compound No. 499 in Table 12 
20 An analogous reaction to tfiat described in example 443. but starting with 1- 

(aminomethyl).l-cycIohexanol (129 mg. 1.00 mmol). yielded the tide compound (108 
mg, 95 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.52 min : 
MS(+veESD:572(M+H)*. 
2^ Example SCO - Prenflrati on of Com^nwnd No. SOP ig Table 12 

An analogous reaction to that described in example 443. but starting with 
thiophene.2.ethyl-amine (127 mg, 1.00 mmol), yielded the tide compound (62 mg, 54 
% yield) as an off-white solid : 
HPLC/LCMS (RT) : 5.70 min : 
30 MS (+ve ESI) : 570 (M+H)*. 
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Example SOI - Pr«'p«r qtion of Compound Nn. m in Tabte 11 

An analogous leaction to that described in example 443, but starting with 2- 
amino-l-hexanol (1 17 mg. 1.00 mmol). yielded the title compound (88 mg. 79 % yield) 
as an off-white solid : 
i HPLC/LCMS (RT) : 5.56 min : 
MS (+ve ESI) : 560 (M+H)*. 

Example 502 - Prcpanitinn of Compound No. 502 in Tahl^. 17 

An analogous reaction to that described in example 443. but starting witfi 2^2- 
aminoethylM-metfiylpynolidine (128 mg. 1.00 mmol). yielded flie title compound 
(108 mg, 95 % yield) as an ofT-white solid : 
HPLC / LCMS (RT) ; 4.98 min ; 
MS (+ve ESI) : 571 (M+H)*. 

Example 503 - PrenamHAn of Comiini. nd No. S03 in T«M> 17 

An analogous reaction to tiiat described in example 443, but starting witii 5- 
meUiyl-2.furamnethyIaimne (1 1 1 mg. 1.00 mmol). yielded the titie compound (55 mg. 
50 % yield) as an off-white solid : 
HPLC/LCMS (RT) : 5.51 min : 
MS (+V6 ESI) : 554 (M+H)*. 

Example 504 - Preparati on of Comp ou nd No. 504 in TaM> l? 

An analogous reaction to tiiat described in example 443. but starting witii 3- 
amino-2.2Kiimetiiy|.l-propanol (103 mg, 1 .00 mmol), yielded tiie titie compound (56 
mg, 50 % yield) as an off-vtiiite solid : 
HPLC / LCMS (RT) : 5.48 min : 
MS (+ve ESI) : 556 (M+H)*. 

Example SOS - PrenaraHo g of Comnnond No. SOS it. TqM» it 

An analogous reaction to tiiat described in example 442, but starting witii 3- 
aminometiiyltfiiophene hydiochloride (150 mg. 1.00 mmol), yielded tiie titie compound 
(105 mg, 97 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.34 min : 
MS (+ve ESI) : 546 (M+H)*. 
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Example 506 - Preparation of Compound No. 506 in Tahlg 11 

An analogous reaction to that described in example 442, but starting with 
cyclobutylamine (71 mg, 1.00 mmol). yielded the title compound (80 mg, 78 % yield) 
as an ofT-white solid : 
5 HPLC/LCMS(RT):5.36min: 
MS (+ve ESO : 5 1 4 (M+H)*. 

Example 507 - Preparation of Compound No. 507 in Table 12 

An analogous reaction to that described in example 442, but starting with 
cyclopentylamine (85 mg, 1.00 mmol), yielded the title compound (83 mg, 78 % yield) 
10 as an off-white solid : 

HPLC / LCMS (RT) : 5.37 min : 
MS (+ve ESO : 528 (M+H)*. 

Example 508 - P reparation of Compound No. 508 in Table 11 

An analogous reaction to that described in example 443, but starting with 
15 cyclohexylamine (99 mg, 1 .00 mmol), yielded the title compound (77 mg, 71 % yield) 
as an ofif-^te solid : 
HPLC / LCMS (RT) : 5.50 min : 
MS (+ve ESI) : 542 (M+H)*. 

Example 509 - Preparation of Comnound No. 509 in Table 12 
20 An analogous reaction to that described in example 443, but starting with 4- 

aminocyclo-hcxanol (115 mg, 1,00 mmol), yielded the title compound (35 mg, 31 % 

yield) as an off-white solid : 

HPLC / LCMS (RT) : 5.35 min : 

MS (+ve ESI) : 558 (M+H)*. 
25 Example 51 0 - Preparation of Compound No. 510 in Table 12 

An analogous reaction to that desoibed in ecample 443. but starting with 

cyclohexanemethyl-amine (1 1 3 mg, 1 .00 mmol), yielded the title compound (97 mg, 87 

% yield) as an off-white solid : 

HPLC/LCMS (RT) : 5.66 min : 
30 MS (+ve ESI) : 556 (M+H)*. 



wo 01/21596 



PCT/GBO0/03S8O 



228 

Example Sll - Prena ration of rompoMnd No. Sll in Table 17. 

An analogous reaction to that described in example 443, but starting with 2- 
.amino-2Hnethyl-l,3-propancdiol (105 mg, 1.00 mmol). yielded the title compound (105 
mg, 96 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.17 min : 
MS (+ve ESI) : 548 (M+H)*. 

Example SU - Preparati on of Comnound No. Stl jp Tabic 12 

An analogous reaction to that described in example 443, but starting with 2- 
amino-2-ethyl.l ,3-propanediol (1 19 mg, 1.00 mmol), yielded the titte compound (1 12 
mg, 99 % yield) as an off-white solid : 
HPLC / LCMS (RT) : 5^4 min : 
MS (+VC ESI) : 562 (M+H)*. 

Example 513 - Prennra tion of CoimiouBd No. Sl.-^ fa Table 12 

An analogous reaction to that described in example 443, but starting with 2- 
(aminomethyl).l.ethylpynDlidine (128 mg. 1.00 nunol), yielded the title compound 
(108 mg, 95 % yield) as an off-white solid : 
HPLC / LCMS (RT^ : 4.95 min : 
MS (+ve EST) : 571 (M+H)*. 

Example 514 - Prepar ation of Compound No. *il4 in Table 12 

An analogous reaction to that described in example 443, but starting with 
tetrahydrofiirfiiryl-amine (102 mg, 1.00 mmol), yielded the title compound (92 mg, 84 
% yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.44 min : 
MS (+ve ESI) : 544 (M+H)*. 

Example SIS - Preparati on of Comnngnd No. SIS in Table 12 

An analogous reaction to that described in example 443, but startmg with 
isonepecotamide (128 mg, 1.00 mmol), yielded die tide compound (94 mg. 82 % yield) 
as an off-white solid : 
HPLC / LCMS (RT) : 5.24 min : 
MS (+ve ESI) : 571 (M+H)*. 
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EMmole S16 - Preparation of Compound No. S16 in Table 17. 

An analogous reaction to that described in example 443, but starting with 4-(2- 
aminoethyl)morphoIine (128 mg, 1 .00 nunol), yielded the titie compound (77 mg, 67 % 
yield) as an off-white solid : 
5 HPLC / LCMS (RT) : 5.02 min : 
MS (+ve ESI) : 573 (M+H)*. 

Eiamnle 517 - Preparation of Compound No. 517 in Table 12 

An analogous reaction to that described in example 443, but starting with 2- 
amino-2.methyl-l-propanol (89 mg, 1.00 mmol), yielded the title compound (71 mg, 
10 67% yield) as an off-white solid: 
HPLC / LCMS (RT) : 5.21 min : 
MS (+ve ESI) : 532 (M+H)*. 

Example SIS - P reparation of Comnound No. S18 in T«hit> il 

An analogous reaction to that described in example 443, but starting with 3- 
15 amino-S-mediyl-l-butanol (103 mg, 1.00 mmol), yielded the tiUe compound (68 mg. 62 
% yield) as an off-white solid : 
HPLC / LCMS (Rl) : 5.26 min : 
MS (+^ ESO : 546 (M+H)*. 

Example 519 - Preparation o f Compound No. 519 in Tahig 11 
20 An analogous reaction to that described in example 443, but starting with 

isopropylamine (59 mg, LOO mmol), yielded the tiUe compound (76 mg, 76 % yield) as 
an off-white solid : 
HPLC / LCMS (RT) : 5.26 jnin : 
MS (+ve ESI) : 502 (M+H)*. 
^ Example 520 - Prepara tion of Comnound No. 520 in Table 12 

An analogous reaction to that described in example 443, but starting with 2- 
amino-l-propanol (75 mg, 1.00 mmol), yielded the tide compound (56 mg, 54 % yield) 
as an off-white solid : 
HPLC / LCMS (RT) : 5.17 min : 
30 MS(4veESI):518(M^H)^ 
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Example 521 - Pr eparafion of Compound No. S2I in Table 12 

An analogous reaction to that described in example 443. but starting with 
cyclopiopylamine (57 mg. 1.00 mmol). yielded the title compound (58 mg. .58 % yield) 
as an off-v^ite solid : 
HPLC / LCMS (RT) : 5.26 min : 
MS (+ve ESO : 500 (M+H)*. 

Example 522 - Preparatift n of Compound No. 522 in Table 12 

An analogous reaction to that described in example 443, but starting with 
thiophene-2-methylamine (1 14 mg. 1.00 mmol), yielded the Utle compound (55 mg, 50 
% yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.48 min : 
MS (+ve ESI) : 556 (M+H)*. 

Example S23 - Prepaniri on of Compound No. S2% In TM» » 

An analogous reaction to that described in example 443, but starting with N- 
aoetylethytene^Iiamine (1 02 mg. 1 .00 mmoO, yielded the title compound (98 mg. 90 % 
yield) as an off-white solid : 
HPLC / LCMS (RT) : 5.21 min : 
MS (+ve ESI) : 545 (M+H)*. 

Example 524 - Pfeparflt ion of Compound No. ^24 jp Table 12 

An analogous reaction to that described in example 443. but starting with 2- 
(methylthio)-ethylamine (92 mg. 1.00 mmol). yielded the tide compound (76 mg. 71 •/. 
yield) as an ofT-white solid : 
HPLC / LCMS (RT) : 5.32 min : 
MS (+ve ESI) : 534 (M+H)*. 

Example 525 - Preparatio n of Comnftiipd No. S2S in Tnhi> 

An analogous reaction to that described in example 442. but starting witfi 
diethanolamine (0.5 ml), yielded the title compound (16 mg, 16 % yield) as an off- 
white solid : 

'H-NMR (DMSOdO : 10.23 (s, IH), 9.45 (s, IH), 8.42 (s, IH). 7.95 (d. 2H). 7.85 (s. 
lH).7.66-7.82(m,4H), 7.46-7.63 (m.3H).7.18(s. lH),4.85(s, IH). 4.39(s. 2H). 
4.l7(m, IH), 3.99-4.07 (m.2H). 3.96 (S.3H), 3.39-3.50 (m,4H), 2.51-2.71 (m.6H): - 
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MS (+ve ESO : 548 (M+H)*. 

Example 526 - Preparation nf rA TOPonnd No, V>4 in Tflhl«. 1% 

Di./m-butyl-N,NKliethyIphosphoraniide(0.42inl, 1.51 mmol) was added 
diopwise over 2 minutes to a suspension of 4<(4KN.ben2oyl)amino)anilino)-6- 
5 methoxy-7-(2.hydroxyethoxy)quina2oHne (500 mg. 1.16 nunol) and tetiazole (244 mg. 
0.348 mmol) in tetrahydrofiiran (16 ml) at ambient temperature. TTie reaction was 
stilted for 1 hour at ambiem temnperature before addition of more di-tert-buty; W 
diethylphosphoramide(0.42ml. 1.51 mmol) and a further stirring for 5 hours. ]»/eto- 
chlorobenzoic acid (0.572 g of 70% activity. 2.32 mmol) v«s added, the reaction was 
10 stirred at ambient temperature for 30 minutes and then poured into vrater. 

Extraction of the aqueous phase with dichloromethane (3 x 25 ml) followed by solvent 
evaporation in vacuo and trituration of the resultant yeUow solid with diethyl ether 
yielded the title compound (1 63 mg. 23 % yield) as a pale yellow solid : 
IH-NMR (DMSO d.) : 10.23 (s. IH). 9.45 (s. IK), 8.42 (s. IH), 7.96 (d. 2H). 7.85 (s 
15 IHX 7.70-7.81 (m. 4H). 7.48-7.62 (m. 3H). 7.19(s. IH). 4.30^.38 (m. 2H). 4.18-4 28 
(m, 2H), 3.95 (s, 3H), 1.42 (s, I8H) ; 
MS (+ve EST) : 623 (M+H)*. 

l^xampleS27- PrepwraHon of r«m pound No. in Tabic i-i 

An analogous reaction to that described in example 526. but starting with di- 
20 benzyI.N.N-diethylphosphoramide (0.27 ml. 0.91 mmoO. yielded the tide compound 
(69 mg, 14 % yield) as a pale yellow solid : 

'H-NMR (DMSO d.) : 10.23 (s. IH). 9.46 (s. IH). 8.43 (s. IH). 7.96 (d. 2H). 7.84 (s. 
IH). 7.70-7.82 (m. 4H). 7.47-7.63 (m. 3H). 7.25-7.42 (m. lOH). 7.20 (s. IH). 5.08 (s. 
2H). 5.05 (s, 2H). 4.30-4.43 (m, 4H). 3.88 (s. 3H) : 
25 MS (+ve ESI) : 691 (M+H)*. 

Example 528 - Pn-paration of ComnoHnrf M q. 528 in T,hi. 11 

Trimethylsilyl bromide (0.325 ml. 2.46 mmol) was added Co a solution of 4^(4- 
(N-ben2oyl)amino)anilino).6-methoxy-7-<2-((di- 

ben2yloxy)phosphono)ethoxy)qulnazoUne (170 mg. 0.246 mmol) in dichloromethane 
30 (30 ml) and the reaction was stirred at ambient temperature for 16 hours. The solvent 
was removed in vacuo, metiianol (1 0 ml) was added and this was evaporated in vacuo. 
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Trituration of the residue with diethyl ether yielded the title compound (125 mg, 100 % 
yield) as a pale yellow solid, after prolonged diying in vacuo : 
•H-NMRCDMSOd.): 11.04(s, IH), 10.37 (s, 1H),8.81 (s. lH).8.10(s, lH).7.97(d. 
2H). 7.90 (d, 2H). 7.48-7.67 (m. 5H). 7.24 (s, IH), 4.34-4.43 (m. 2H). 4.19-4.29 (ra. 
2H).4.00(s,3H): 
MS(-veESl):509(M-H)-. 

Example 529 - Prenflra Hon of Compound No. 529 in Table 14 

4-(Methylthio)-6-methoxy-7.(3-carbomedioxyprop.l-enyl))quiiiazoline(lg, 
3.45 mmol) was heated with 4-aminoben2anilide (3.66 g, 1 7.2 mmol), in the absence 
of solvent, at 140 «C for 2 hours. Purification of the residue by flash chromatography 
on silica gel, elating with 5-10% methanol in dichloromethane, the title compound 
(850 mg. 54 % yield) as a white soKd : 

•H-NMR (DMSO d6) : 10.33 (s, IH). 9.81 (s. IH). 8.59 (s. IH). 8.22 (s. IH), 8.07 (m. 
4H). 7.91 (d. 2H. J - 7 Hz), 7.86 (d, 2H, J = 8 Hz), 7.60-7.70 (m, 3H), 6.99 (d, 2H, J = 
17 Hz). 4.15 (s, 3H), 3.82 (s. 3H) : 
MS (+ve ESI) ; 456 (M+H)*. 

4.((4-(N-Beii2(vl)amino)anilino)-6-methoxy-7-(3-carboxyprop-l-cnyl))quinaM 
used as starting material was obtained as follows : 

a) 4-((4-(N-Benzoyl)amino)anilino)-6-methoxy-7- 

(trifluoromethanesulphonyloxy)quinazoline (3.04 g, 8.21 mmol). methyl aciylate (1.48 
ml. 16.4 mmol), l,3-bis(diphenylphosphine)propane (95 mg, 0.23 mmol), 
triethylamine (1.26 ml, 9.03 mmol) and palladium acetate (46 mg, 0.2 mmol) were 
heated in diroethylformamide (36 ml) at 100 for 1.5 hour, under aigon. The mixture 
was cooled, the solvents were evaporated in vacuo and hydrochloric acid (2.0 N) was 
added. The aqueous phase was extracted with dichloromethane, the organic phase was 
washed with brine and dried over magneisum sulphate before solvent evaporation in 
vacuo. Purification by flash chromatography on silica gel, duting with 4% methanol in 
dichloromethane, yielded 4-(methylthio)-6Hnethoxy-7-(3-caibomcthoxyprop-l- 
enyl))quinazoline (1.82 g, 76 % yield) as a white solid : 

'H-NMR (DMSO d«) : 8.95 (s. IH). 8.36 (s. IH), 7.98 (d. IH), 7.33 (s. IH). 6.99 (d. 
IH), 4.06 (s, 3H), 3.78 (s. 3H), 2.72 (s, 3H): 
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EMmple S30 - Pre^iar« ition of Comnpund No. 530 in Table 14 

A solution of sodium hydroxide (26 mg, 0.66 mmol) in water (0.5 ml) was 
added to a solution of 4-((4-(N-benzoyl)amino)anilino)-6-methoxy.7^3. 
carbomethoxyprop-l-enyl))quinazoline (150 mg, 0.33 mmol) in ethanol at 80 over 
45 minutes. The solvent was evaporated in vactdo , water was added, and the mixture 
was acidified with hydrochloric acid (2.0N) to pH 2. Collection of the solid by suction 
filtration Uie title compound (135 mg, 93 %) as a white solid : 
•H-NMR (DMSO d.) : 10.50 (s. IH). 8.86 (s. IH), 8.39 (s. IH), 8.20 (s, IH), 8.06 (d, 
2H, J = 8 Hz), 7.98 (m. 4H), 7.80 (d. 2H. J = 8 Hz). 7.60-7.70 (m, 3H). 6.82 (d, 2H, J = 
1 7 Hz). 4.19(8, 3H); 
MS (4ve ESI) : 442 (M+H)*. 

Example S31 - Prenar adon of Coini[H>uBd Nn. S3| jp Table 14 

4-(niethyltiilo>6-methoxy-7-(3-hydroxyprop-l^yl)quina2ollne (100 mg, 0.38 
mmol) was heated with 4-aminobenzanilide (405 mg, 1.91 mmol). in the absence of 
solvent, at 140 -C for 1 .5 hours. Purification of the residue by flash chromatography 
on silica gel, eluting with 5-10% methanol in dichloromethane, yielded the titie 
compound (66 mg, 40 % yield) as a white solid : 

'H-NMR (DMSO d«) : 9.64 (s. IH), 8.47 (s. IH). 7.99 (d. 2H), 7.90 (s, IH), 7.82 (m. 
5H). 7.58 (m. 3H), 6.97 (d, IH). 6.68 (m, IH). 5.01 (t. IH). 4.20 (m. 2H). 4.03 (s. 3H): 
MS (+ve EST) : 427 (M+H)*. 

4-(methyltiiio)-6-metiioxy-7-(3-hydroxyprop-l-enyl)quina2oline, used as starting 
material was obtained as follows : 

a) 6-metiioxy-7-benzyloxy-3,4^lihydroquinazolin-4-one (50 g. 0;177 mol) in 
Pyridine (2 1) was reacted witii phosphorous pentasulfide (95 g, 0.213 mol) at reflux 
for 8 hours. The mixture was cooled, poured in water (6000 ml), the solid fiheied and 
washed with water. TTiis solid was taken up in an aqueous solution of sodium 
hydroxyde (6N), tfie insoluble material was filtered ofFand the solution acidified witii 
hydrochloric acid (6N) to pH 2. TTie precipitate was filtered, washed widi water and 
methanol, and dried under vacuum over phosphorus pentoxide, to give 6-methoxy-7- 
benzyloxy-3,4-dihydroquinazolin-4-tiiione (42.8 g. 81 % yield). 



wo 01/21596 PCT/GB00/03S80 

234 

•H-NMR (DMSO d«, TFA) : 8.25 (s, IH), 7.95 (s, IH), 7.50 (d. 2H), 7.43 (t. 2H), 7.38 
(d, IH). 7.30 (s, IH), 5.32 (s. 2H), 3.93 (s, 3H): 
MS (+ve EI) : 298 (M+H)*. 

b) Sodium hydroxide (1.0 N, 200 ml) was added to a solution of 6-methoxy-7- 
beiizyloxy-3,4-dihydroquinazolin-4-thione (30 g, 0.1 mol) in tetrahydrofuran (100 ml) 
and then methyl iodide (7.5 ml, 0.12 mol) was slowly added at ambient temperature 
over 30 minutes. The pH of the solution was then adjusted to 7 with hydrochloric acid 
(2.0 N), the reaction was diluted with water and the solid was recovered by suction 
filtration. Drying in vacuo yielded 4-(methylthio)-6.methoxy-7-benzyloxyquinazoIine 
(29.5 g. 94% yield): 

'H-NMR (DMSO d^, TFA) : 9.17 (s, IH). 7.53 (d, 2H), 7.51 (s, IH), 7.45 (t, 2H), 7.41 
(d. IH), 7.37 (s, IH), 5.39 (s. 2H), 4.02 (s, 3H), 2.80 (s, 3H) : 
MS (+ve ESI) : 283 (M+H)*. 

c) A solution of 4-(metf)ylthio)-6-methoxy-7-ben^IoxyquinazoIine ^9.5 g, 0.095 
mol) in trifluoroacetic acid (250 ml) was heated at reflux for 3 hours. The mixture was 
cooled, water was added, and die pH adjusted to pH 5 witii sodium hydroxide (2.0 N). 
The soUd was filtered, washed with water and dietiiyl ether and dried in vacuo. The 
solid was redissolved in methanol (2000 ml) and water (500 ml), the pH was adjusted 
to 7 with sodium hydroxyde (2.0 N)and the precipitated solid was collected by suction 
filtration. Diying in vacuo yielded 4-(methylthio>^.methoxy-7-hydroxy-quinazoline 
(19.18 g, 91% yield): 

'H-NMR (DMSO d^ TFA) : 9.26 (s, 1 H), 7.39 (s, IH), 7.36 (s, IH). 4.04 (s, 3H), 2.87 
(S.3H): 

MS (+ve ESI) : 223 (M+H)*. 

d) A solution of 4-(metiiyltiuo)-6-metiioxy-7-hydro]grquinazoline (2.28 g, 1 0.3 
mmol) and pyridine (0.91 ml) in dichlorometfiane (20 ml) was slowly added to a 
solution of tiiflic anhydride (1.9 ml. 1 1 J mmol) in dichloromethane (20 ml) at 0 "C. 
TTie mixture was stirred at 0 •€ for 40 minutes, hydrochloric acid (0.5 N. 50 ml) was 
then added, and the mixture was extracted wiUi ethyl acetate. TTie organic phase was 
washed with brine, dried over magnesium sulphate and evaporated in vacuo. 
Purification by flash chromatography on silica gel, during wiUi 1 : 1 isohexane : etfiyl 
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acetate, yielded 4-(methylthio)-6^ethoxy-7-(trifluoromethanesulphonyloxy)- 
quinazoline (3.04 80 % yield) : 

'H-NMR (DMSO d«) : 9.02 (s, IH), 8.15 (s, IH). 7.58 (s, IH). 4.1 1 (s, 3H). 2.74 (s, 
3H). 

e) A suspension of 4-(inethylthio)-6-methoxy-7- 

(trifluoroinethanesulphonyloxy)quinazoline (1.1 g, 3.1 mmol), E-3-(tributyIstannyl)-2- 
propen-l-ol (1.12 g, 3.23 mmol), bisdichloio(triphenylphosphine)palladium (44 mg, 
0.06 mmol) and lithium chloride (395 mg, 9.32 mmol) in dimediylfomiamide (14 ml) 
was heated at 65 "C for 3 hours. The mixture was cooled to ambient temperature, the 
solid was recovered by suction filtration and washed with ether. Diyiog in vacuo 

yielded 4-(methyIthio)-6-methoxy-7-(3-hydroxypn>p-I-enyl)quinazoline (355 mg, 44 
% yield): 

'H-NMR (DMSO d«) : 8.89 (s. IH), 8.01 (s, IH), 7.25 (s, IH), 6.98 (d, IH), 6.75 (m. 

IH), 5.04 (t, IH), 4.21 (m, 2H), 4.01 (s, 3H), 2.71 (s, 3H). 
Example S32 - Prenara tioii of Camnomid No. S32 in Table 14 

Diisopropylethylamine (0.07 ml, 0.38 mmol) was added to a suspension of 4- 
((4-(N-benzoyl)amino)anilino)-6-metho}^-7-(3-carboxyprop-l-enyl))quinazoIine (1 20 
mg, 0.27 mmol, H2-aminoediyl)piperidine (0.039 ml, 0.27 mmol) and l-(3- 
dimethylamiiiopropyI)-3-ethylcarbodiimide hydrochloride (73 mg, 0.38 mmol) in 
<fimethylformamide (4 ml), and the reaction stirred at ambient temperature for 16 
hours. Solvent evaporation in vacuo yielded the title compound (60 mg, 40 % yield), 
after purification by reverse phase hplc : 

'H-NMR (DMSO d«. TFA) : 8.91 (s. IH), 8.25 (s, IH). 8.00 (m, 5H). 7.80 (d, IH), 
7.68 (m, 2H), 7.58 (m. 3H), 6.34 (d, IH), 4.10 (s, 3H). 3.57 (m. 4H), 3.21 (m, 2H), 
2.97 (m, 2H), 1.82 (m, IH). 1.70 (m, 4H), 1.40 (m. IH) : 
MS (+ve ESO : 551 (M+H)*. 

Example S33 - Prenar ation of Compound No. S33 in Table 14 

10% Palladium on caiix>n PO mg) was added to a solution of 4<(4-(N- 
ben2oyl)amino)-anilino)-6-methoxy-7-(3-hydroxyprop-l-enyI)quina2oline (120 mg, 
028 mmol) in ethanol (10 ml), dimethylfoimamide (1 ml) and terahydrofiiian (5 ml) 
and the reaction stirred under an atmosphere of hydrogen (50 psi) for 20 hours, before 
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the catalyst was filtered ofFand the solvent evaporated in vacuo. Purification by flash 
chromatography on silica geJ. eluting 15% methanol in dichloromethane. yielded the 
title compound (90 mg, 75 % yield) as a white solid ; 

•H-NMR (DMSO d.) : 9.58 (s. IH). 8.45 (s. IH). 7.98 (d. 2H). 7.84 (s. IH). 7.81 (d 
i 2H), 7.78 (d. 2H). 7.57 (m, 4H). 4.53 (t. IH). 3.99 (s, 3H). 3.46 (q. 2H). 2.77 (t. 2H) 
1.77 (q,2H): 

MS (+ve ESO : 229 (M+H)*. 

Eiample 534 - Prenarari pn of Comnnnnd No. *i%d in ToKi« ia 

An analogous reaction to that described for the synthesis of compound 532, but 
starting with H2^ethyIaminoethyl)pipcra2ine (76 mg. 0.28 mmol). yielded the'title 
compound (4 1 mg, 25 yield) as a white solid after purification by reverse phase 
preparative hplc : 

•H-NMR(DMSOd,. TFA) : 8.93 (s, IH). 8.35 (s. IH). 8.23 (s. IH). 8.00 (m. 4H). 
7.90 (d, IH). 7.70 (m, 2H). 7.60 (m. 4H). 4.12 (s. 3H). 4.05 (m. 4H). 3.55 (m. 4H). 
3.36 (m.4H), 2.88 (S.6H): 
MS (+ve ESI) : 580 (M+H)*. 

PMmple - Prcnararift n of Comnnnnd No. S3«i in Ts.M> 1A 

4-(methyIthio).7-(3-hydroxy-3-methylbut-l-ynyl)quinazoline (240 mg. 0.93 
mmol) was heated with 4-aminoben2anilide (1.38 g. 6.51 mmol). in the absence of 
solvent at 140 "C for 1 .5 hours. Purification by flash chromatography on Silica gel, 
eluting with 5-15% methanol in dichloromethane yielded the title compound (344 'mg. 
88 % yield) as a white solid : 

•H-NMR (DMSO d,) : 9.88 (s. IH). 8.58 (s, IH). 8.54 (d. IH), 7.97 (d, 2H). 7.80 (s. 
4H), 7.72 (s. IH). 7.57 (nv4H), 5.59 (s. If^, 1.52 (s. 6H) : 
MS (+ve ESI) : 423 (M+H)*. 

4^ethylthio)-7K3-hydroxy.3-methylbut.l-ynyl)qmmBoline. used as ihe starting 
material was obtained as follows : 

a) Trifluoromethane sulfonic anhydride (0.96 ml. 5.73 mmol) and pyridine (0.46 
ml. 5.73 mmol) were added to a solution of 7-ben2yIoxy-3,4-dihydroquinazolin^ 
thione (1.0 g, 5.21 mmol) in methylene chloride (20 ml) at 0 »C for 1.5 hour. 
Hydrochloric acid (0.5 N) was then added to the mixture which was extracted with 
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ethyl acetate. The oiganic phase washed brine, dried over magnesium sulphate and 

the solvents were removed in vacuo. Purification by flash chromatography on sUica 

gel, eluting with isohexane/ethyl acetate (1 :4) yielded 4-{methyIthio)-7- 

(trifluoK)methanesulphonyloxy)quina2oIine (800 mg, 50 % yield) : 

•H.NMR(DMS0 d.) : 9.11 (s. IH). 836 (d. IH). 8.15 (s. IH). 7.85 (d. IH). 1.73 (s. 
3H): 

b) 4-(MethyIthio>7Ktrifluoromethanesulphonyloxy)quinazoIine (592 mg. 1.82 
mmol) in dimethylfomiamide (20 ml) was reacted with 2.methyl-3-butyn.2H>l (0 J3 
ml, 0.54 mmol) in the presence of bis dichloro(triphenylphosphine)paUadium (64 mg. 
0.091 mmol), copper (I) iodide (20 mg) and triethylamined.l ml, 0.8 mmol), at 90 
for 2.5 hours. TTie solvent was removed in vacuo, aqueous hydrochloric acid (2N) was 

added.andthenuxturewasextiactedwithethylacetate.Theorganicphasewas ' 
washed with brine, dried over magnesium sulphate and the solvents were evaporated in 
vacuo. Purification by flash chromatography on silica gel, eluting with isohexane/ethyl 

acetate (55:45), yielded. 4KraethyIthio>.7K3-hyd,oxy-3-methyIbut-l-ynyl)quinazoIine 
(243 mg. 51% yield): 

'H.NMR(DMSOd,):9.01 (s, lH).8.08(d. lH).7.90(s. lH).7.65(d. lH),5.60(s. 
IH), 2.70 (s,3H), 1.51 (S.6H). 

Example 536 - Prenaratin g of Comnound No. 536 in T,hlp 1A 

4-(MethyIthio)-6-methoxy-7-(3.hydroxyprop-l-ynyl)quinazolinea20mg, 
0.461 mmol) was heated with 4-aminobenzanilide (490 mg, 2.31 mmol). in the 
absence of solvent at 140 for 1 .5 hours. Purification of the residue by flash 
chromatography on silica gel. eluting with 7.5% methanol in dichloromethane. yielded 
the title compound (42 mg, 21 % yield) as a a white solid : 
'H-NMR (DMSO d*) : 9.72 (s. IH). 8.47 (s. IH). 7.97 (d. 2H). 7.94 (s. IH). 7.82 (d. 
2H), 7.75 (m. 3H). 7.58 (d. IH). 7.54 (t. 2H). 5.43 (t. IH). 4.38 (d. 2H), 4.01 (s. 3H) : 
MS (+ve ESI) : 425 (M+H)*. 

4Kmethylthio)-6.methoxy-7-(3-hydroxyprop.l.ynyl)quinazoline. use as the starting 
material was obtained asfollows : 

4-(methylthio).6.methoxy-7-(trifluoromethanesulphonyloxy)quina2oline (1.0 g, 
2.82 mmol) in dimethylformaraide (30 ml) was reacted with propargyl alcohol (0.51 



wo 01/21596 



238 



PCT/GB00/03S80 



ml, 8.75 mmol) in the presence of bisdichIoro(triphenylpliosphine) pallacUum (100 mg, 
0.14 mmol) copper (I) iodide (40 mg) and triethylamine (1.7 ml, 0.0124 mmol) at 90 
•C for 2.5 hours under argon. The solvent was evaporated in vacuo, water and 
hydiodiloric acid (2.0 N) were added, and the mixture was extracted with ethyl 
5 acetate. Purification by flash chromatography on silica gel, eluting with 7.5% methanol 
indichloromethane, yielded 4-(methylthio)-6-methoxy-7-(3-hydroxypiop-l- 
ynyl)quinazoline (122 mg, 17 % yield) : 

'H-NMR (DMSO d«) : 8.91 (s. IH). 7.94 (s. IH), 7.27 (s, IH), 5.46 (t. IH). 4.38 (d, 
2H), 3.99 (s, 3H), 2.70 (s, 3H) : 

to Example S37 - Preparation of Ctomnound No. S37 In Table 14 

Iron powder (325 mesh, 730 mg, 13 mmol) was added portionwise to a stirred 
solution of 4-((4-(N-benzoyl)amino)anilino)-7-nitroquinazolme (500 mg, 1.3 mmol) in 
ethanol (66 ml), water (33 ml) and acetic acid (1 ml) at reflux over 1 hour. The mixture 
was cooled to 50 "C, and a solution of ammonia (28 %, 5 ml) was added. Hie 

IS precipitate was collected by suction fihration, washed with warm ethanol and the 
solvent was evaporated in vacuo. Purification by flash chromatography on by silica 
gel, eluting with 5% methanol in dichloromethane, yielded 4-((4-(N- 
benzoyl)amino)anilino>7-aminoquuiazoline (461 mg, 100% yield) : 
'H-NMR (DMSO di) : 8.60 (s. IH), 8.41 (d, IH), 8.00 (d, 2H), 7.86 (d, 2H). 7.66 (d, 
20 2H), 7.61 (d, 1 H), 7.56 (t. 2H), 7.03 (dd, IH), 6.90 (s. 2H), 6.76 (d, IH) ^ 
MS (+ve ESI) : 356 (M+H)*. 

4-((4-(N-benzoyl)amino)anilino)-7-nitroquinazoIine, used as starting matoial was 
obtained as follows : 

A solution of 4-chloro-7^nitroquinazoline (500 mg, 2 J8 nunol) in isopiopanol 
25 (15 ml) was reacted with 4-aminobenzanilide (607 mg, 2.86 mmol) at reflux, for 2 
hours. Collection of the solid v*ich precipitated on cooling, yielded 4-((4-^- 
benzoyl)amino)aniIino)-7-nitroqutnazoline (920 mg, 100 % yield) : 
'H-NMR (DMSO d«) : 9.08 (d, IH), 8.95 (s, IH), 8.68 (d, IH). 8.53 (dd, IH), 8.03 (d, 
2H), 7.92 (d, 2H), 7.80 (d, 2H), 7.63 (d, IH), 7.57 (t, 2H). 
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EMmole 538 - Prena ration af rompouad No, 538 in Tahl«. id 

Isonicotinoyl chloride hydrochloride (95 mg, 0.507 tnmol) was added to a 
solution of 4-{(4-(N.ben2oyl)amino)amliiK>)-7-aminoquinazoUne (150 mg, 0.422 
mmol) and triethylamine (0.5 ml) in pyridine (3 ml) and the reaction was stiired at 
ambient temperature for 3 hours. The solvent was evaporated, water was added to the 
residue and the precipitate was filtered, washed with water, and dried in vacuo. 
Trituration of the resulting solid with meUianol in methanol yielded the tide compound 
(66 mg, 33 % yield) as a pale yellow solid : 

'H-NMR (DMSO d«. TFA) : 9.02 (d, 2H). 8.94 (d. IH). 8.78 (d. IH), 8.61 (s, IH). 
8.22 (d. 2H). 8.11 (d, IH). 7.99 (d. 2H), 7.93 (dd, 2H). 7.72 (m. 2H), 7.61 (d. IH). 7.56 
(t.2H): 

MS (+ve ESI) : 461 (M+H)*. 

Example 539- Preparat ion of Comnnund No. S39 ip Table 14 

An analogous reaction to that described in example 538, but starting with 3-(l- 
piperidine)propionyl chloride (0.84 mmol) yielded title compound (1 8 mg, 9 % yield), 
after pmification by reverse phase preparative hplc : 

'H-NMR (DMSO dfi. TFA) : 8.89 (s. IH), 8.78 (d. IH). 8.43 (d. IH), 7.99 (d. 2H), 
7.92 (dd. 2H). 7.71 (d, IH), 7.69 (m, 2H). 7.61 (d, IH). 7.55 (t. 2H). 3.42 (m. 4H). 
3.05 (t, 2H), 2.96 (t. 2H). 1.80 (m, 5H). 1.43 (m, IH) : 
MS (+ve ESI) : 495 (M+H)*. 

EMmole 540 - Prepara tion of Compound No. 540 in Table 14 

4-(Methylthio).7-(N-2-acetoxyacetyl)quina2oline (78 mg. 0.268 mmol) was 
heated witfi 4-aminoben2anilide at 150 'C for 1.5 hours (without additional solvent). 
Purification by flash chromatograplqr, on by silica gel. eluting with 5% methanol in 
dichloromethane. yielded die title compound (40 mg. 32 % yield) as a white solid : 
'H-NMR (DMSO d^) : 9.71 (bs. IH). 8.52 (s. IH). 8.49 (d. IH). 8.07 (d, IH). 7.97 (d. 
2H). 7.79 (d. 4H). 7.72 (dd. IH). 7.57 (d. IH^. 7.54 (t. 2H). 4.73 (s. 2H). 2.15 (s. 3H): 
MS (+ve ESI) : 456 (M+H)*. 

4-(Mcthylthio).7-(N-2-acetoxyacctyl)quina2oline used as starting material was 
obtained as follows : 
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a) Iron powder (325 mesh. 1 .35 g. 52 mmol) was added portionwise to a stined 
solution of 4^methyIthio).7-nitroquinazolme (1.44 g, 6.52 mmol) in ethanol (130 ml), 
water (65 ml)and acetic acid (1.15 ml) at reflux over 1.5 houre. The mixture was 
cooled to 50 »C. and a solution of ammonia (28 %, 5 ml) was added. The precipitate 
was collected by suction filtration, washed with warm ethanol and the solvent was 
evaporated in vacuo. Purification by flash chromatography on by silica gel, eluting 
with 5% metiianol in dichlorometiiane, yielded 4-(methyIthio).7-aminoquinazoIine 
(1.17g,94%yield): 

'H-NMR (DMSO d,) : 8.65 (s, IH), 7.74 (d, IH), 7.00 (dd, IH). 6.74 (d. IH), 6.35 (s. 
2H),2.60(s,3H); 

b) Acetoxyacetyl chloride (0.093 ml, 0.864 mmol) Was added to a solution of 4- 
(metiiyIthio)-7-aminoquina2oline (150 mg, 0.785 mmol) and triethylamine (1 50 mg. 
1.49 mmol) inpyridine (4 ml) at 0 •€ and the reaction stirred for 1 hour. The solvent 
was evaporated in vacuo, water was added to tfie residue and tfie mixture was extracted 
witii dichlorometiiane and evaporated in vacuo. Purification by flash chromatography, 
on silica gel. eluting witii 5% metiianol in dichlorometiiane, yielded 4-(mefliyltiiioH- 
(N-2-acetoxyacetyl)quinazoline (78 mg, 34 % yield) as a white solid : 
'H-NMR (DMSO d^) : 8.92 (s. IH). 8.29 (d, IH), 8.08 (d, IH), 7.76 (dd, IH). 4.74 (s, 
2H),2.67(s.3H).2.14(s.3H). 

Example 541 - Preparati on of Compnund No. ji4l in Table IS 

An analogous reaction to tiiat described in example 99, but starting wifli N-(4. 
hydroxyphenyl)benzenesulphonamide (299 mg, 1.20 mmol), yielded tiie tiUe 
compound (198 mg, 45 % yield) as a beige soUd : 

'H-NMR (DMSO ds) : 10.32 (s. ll^i 8.50 (s. IH). 7.80 (d,2H, J =8 Hz), 7155-7.70 (m, 
3H),7.51 (s, lH).7.35(s, lH),7J20(s,4H),4.00(s.6H): 
MS(.veESI):436(M-H)-, 
MS (+ve EST) : 438 (M+H)*. 

N-(4.Hydroxyphenyl)benzenesulphonamide. used as tiie starting material was obtained 
as follows : 

A solution ofbenzenesulponyl chloride (2.54 ml, 20,0 mmol) in tetrahydrofuian 
(1 0 ml) was added dropwise to a solution of 4.aminophenoI (1 .09 g, lO.O mmol) in 
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pyridine (20 ml) at ambient temperature and the reaction allowed to stir for a further 1 8 
hours. The reaction was poured into 2.0N hydrochloric acid (125 ml) and the aqueous 
phase was extracted with dietfiyl edier (3 x 50 ml). The combined organic layers were 
washed with saturated aqueous sodium hydrogen carbonate solution (100 ml), dried 
5 over magnesium sulphate and evaporated in vacuo. Drying in vacuo, yielded N-(4- 
hydroxyphenyObenzenesulphonamide (694 mg, 28 % yield) as a beige solid : 
•H-NMR (DMSO d6) : 9.70 (s. IH), 9.25 (s, IH), 7.62-7.69 (m. 2H), 7.45-7.55 (m. 
3H), 6.80-6.85 (m, 2H), 6.50-6.60 (m, 2H) : 
MS(-veESI):248(M-H)-, 
10 MS (+ve feSI) : 250 (M+H)*. 

Example S42 - Pf^naration of ComnouBd No. S42 in Tahly lg 

An analogous reaction to tiiat described m example 1 , but starting witii N-(3- 
metiioxy-4-aminophenyl)metfianesulphonaniidc (128 mg. 0.59 mmol) and 4-chIoro- 
6,7-dimethoxyquina2oline hydrochloride (1 54 mg. 0.59 mmol), yielded die tide 
15 compound (122 mg. 51 % yield) as an oflf-whitc soUd : 

•h.NMR(DMSO de) : 1 1.02 (s. IH), 9.93 (s, IH). 8.69 (s. IH), 8.15 (s, IH). 7.32 (d, 
IH, J = 8 Hz), 7.3 1 (s, IH). 7.00 (d, IH, J = 2 Hz), 6.89 (dd, 2H. J = 2.8 Hz). 3.96 (s. 
3H). 3.94 (s,3H), 3.74 (S.3H): 
MS(.veESI):403(M-H)-, 
20 MS (+ve ESO : 405 (M+H)*. 

Example 543 - Preparation o f Compound No. 543 in TahlP 1< 

A solution of n-butyl 4.aminobcnzoate (103 mg. 0.535 mmol) in isopiopanol (7 
ml) was added to 4-chloK>-6,7-dimethoxyquinazoline hydrochloride (140 mg, 0.535 
mmol) and the reaction heated at 73 'C for 2 hours before being cooled to 5 'C. The 
solid which precipitated was collected by suction filtration and washed witfi diediyl 
etiier (2x5 ml). Diying of tiiis material yielded die title compound (149 mg, 73 9« 
yield) as an off-white solid : 

'H-NMR (DMSO d6): 11.40(s. lH),8.87(s. lH).8.32(s. IH). 8.04 (d. 2H. J = 8 Hz). 
7.93 (d. 2H, J - 8 Hz), 7.36 (s, IH). 4.28 (t, 2H), 4.02 (s. 3H). 3.99 (s. 3H). 1.70 (qu, 
30 2H,J = 7Hz),1.43(m.2H),0.94(t,3H.J = 7Hz): 
MS(-veESp:380(M-H)-, 



25 
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MS (+ve ESI) : 382 (M+H)*. 

Example 544 - Preparation of Comnonnd No. 544 in Table 16 

An analogous reaction to that described in example 543, but starting with 4- 
anoinoboizophenone (90 mg» 0.46 nunol) yielded the title compound (1 16 mg, 66 % 
S yield) as a white solid : 

'H-NMR (DMSO d«) : 1 1.40 (s, IH). 8.89 (s, IH). 8.33 (s, IH), 7.97 (d. 2H. J = 8 Hz). 
7.85 (d, 2H. J = 8 Hz). 7.75 (d, 2H, J = 8 Hz), 7.67 (m, IH), 7.58 (m, 2H). 7.35 (s, IH), 
4.03 (S.3H). 4.00 (s,3H): 
MS (-ve ESI) : 384 (M-H)'. 
10 MS (+ve EST) : 386 (M+H)*. 

Example S4S - Preparation of Compound No. S4S in Table 16 

An analogous reaction to that described in example 543, but starting with 
sulphanilamide (104 mg, 0.60 nunol) yielded the titie compound (122 mg, 56 % yield) 
as a white solid : 

15 •H-NMR(DMSOd6): 11.48(8. lH),8.86(s, lH),8.33(s, 1H).7.91 (s, 4H), 7.38 (s, 
2H), 7.35 (s. IH), 4.02 (s, 3H), 4.00(s, 3H) : 
MS (+ve ESI) : 361 (M+H)*. 

Example 546 - Preparation of Compound No. 546 in Table 16 

An analogous reaction to that described in example 543, but starting with 4- 
20 nitrophenyl-sulpbonyl aniline (164 mg, 0.59 mmol) yielded the titie compound (146 
mg, 53 % yield) as a white solid : 

'H-NMR (DMSO d<i) : 1 1 .36 (s. IH), 8.85 (s, IH). 8.40 (d, 2H, J = 8 Hz), 8.23-8.28 (m, 
3H), 8.05-8.10 (m. 4H). 7.33 (s, IH), 4.00 (s, 3H), 3.97 (s. 3H) : 
MS (+ve ESI) : 467 (M+H)*. 
25 Example 547 - Preparation of Compound No. 547 In Table 16 

An analogous reaction to that described in example 543, but starting with N-(2- 
cyanophenyl)-4-amino-2-chIorobenzamide (143 mg, 0.52 mmol) yielded flie tide 
compound (168 mg, 70 % yield) as a vAuie solid : 

'H-NMR (DMSO d*) : 1 1.32 (s. IH), 8.90 (s, IH), 8.28 (s. IH), 8.07 (s. IH). 7.88 (d, 
30 2a J = 8 Hz). 7.74 (d, 2H, J = 8 Hz), 7.65 (d, IH, J » 8 Hz), 7.43 (t. IH, J = 7 Hz), 
7.35 (s, IH). 4.03 (s. 3H), 4.00 (s, 3H) : 



wo 01/21596 



PCT/GB00/03S80 



243 

MS (+ve ESO : 460 (M+H)*. 

NK2-CyanoplienyIH-araino-2H*lorobeiizainide, used as the starting material, was 
obtained as follows : 

a) A solution of 2-chloro-4-nitrobenzoic acid (6.00 g. 29.8 mmol) in thionyl 

5 chloride (20 mi) was heated at reflux for 2.5 hours. The reacUon was cooled, the excess 

thionyl chloride was evaporated in vacuo and the residue was azeotioped with toluene 

(2 X 25 ml). The residue was taken up in toluene (35 ml). 2-aminoben2onitrile (1.75 g.' 

14.8 mmol) was added and the reaction heated at leflux for 2 hours. The reaction was 

cooled, tiie solvent was removed in vacuo and the residue was absorbed onto sUica gel. 

10 Purification by flash chromatography on silica gel. eluting witii dichloiometiiane. 

yielded N-(2-cyanophenyl>2-chloro^nitioben2amide (1.30 g. 27 % yield) as a pale 
yellow solid : 

MS (+VC CI) : 322 (M+H)*. 

b) N-(2.Cyanophenyl).2<hIoro^.nitioben2amide (1.30 g, 4.04 mmol) was added 
15 to a stilted suspension of tin (II) chloride dihydrate (4.42 g. 23 mmol) in hydrochloric 
acid (52 ml) at 0 "C. TTie reaction was allowed to wann to ambient temperature over 2 
hours and aqueous sodium hydroxide was added to take tiie reaction to pH 10. 
Extraction of the aqueous layer witi, dichlorometiiane (3 x 50 ml), followed by solvent 
evaporation in vacuo, yielded N-(2-cyanophenylH-amino.2-chlorobenzamide (0.19 g, 
20 1 6 % yield) as a \MXe solid : 
MS (+ve CI) ; 292 (M+H)*. 

Example S4« - Prpparation nf r Amnound Nn. S48 In Tahto lit 

An analogous reaction to tiiat described in example 543. but starting witii 4- 
amino.2.4'-difluoioben2ophenoiie (438 mg, 2.00 mmol) and 4<hloro^.7- 
25 dimetiioxyqumazoline hydrochloride (458 mg. 2.00 mmol) yielded die tide compound 
(389 mg, 46 % yield) as a white solid : 

'H-NMR(DMSOd*): 11.40(s. IH),8.93(s. lH).8.35(s, lH).8.02(d.2H. J = 8Hz). 
7.82.7.87 (m. 4H). 7.71 (t. 2H. J - 8 Hz). 7.40 (t. 2H. J = 8 Hz). 7.35 (s. IH). 4.03 (s. ' 
3H),4.00(s,3H): 
30 MS (-ve ESI) : 420 (M-H)", 
. MS(+veESI):422(M+H)*. 
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Example 549 - Prenararinn of Compound No. 549 in T«Ma lit 

An analogous reaction to that described in example 543, but starting with 4- 
amino-N-(4,5-dimethyl.2-oxazolyI)benzenesulphonamide (150 mg, 0.56 mmol) yielded 
5 the title compound (90 mg, 38 % yield) as a white solid : 

'H-NMR (DMSO d«) : 11.35 (s, IH). 8.84 (s. IH). 8.28 (s. IH). 7.87-7.94 (m. 4H), 
7.33 (s, IH). 4.01 (s, 3H). 3.99 (s. 3H). 2.05 (s. 3H), 1.94 (s, 3H) : 
MS (-ve EST) : 454 (M-H)', 
MS (+ve ESI) : 456 (M+H)*. 
10 Example SSa - Preparafi nn of Compound No. SSO in Tabic 16 

A solution of 4-chloro-6,7-dimethoxyquina2oIine (224 mg, 1.00 mmol). 
potassium carbonate (152 mg, 1.10 mmol) and 4*ydroxybcn2ene-suIphonamide (87 
mg, 0.50 mmol). in dimetfaylfomuunide (4 ml) was heated at 1 10 '€ for 2 hours before 
the reaction was allowed to cool to ambient temperature. The reaction was poured into 
15 water and the soUd which had precipitated was collected by suction filtration and 

washed with a mixture of diethyl ether (10 ml), ethyl acetate (10 ml) and isohexane (10 
ml). Drying of this material yielded the tide compound (48 mg, 26 % yield) as a white 
solid : 

'H-NMR (DMSO d«) : 8.55 (s, IH). 7.90 (d. 2H. J = 8 Hz). 7.50-7.60 (m, 3H). 7.35- 
20 7.45 (m,3H), 4.00 (s,6H): 
MS(-veESI):360(M-H)-, 
MS (+ve ESI) : 362 (M+H)*. 

Example f>Sl - Preparation of Compound No. SSI in Table 16 

4-Chloro-6.7-dimethoxyquina2oline (112 mg.0.50 mmol) and potassium 

25 carbonate (69 mg, 0.50 mmol) were added sequentiaUy to a stirred suspension of 4- 
hydroxy-2-methoxyben2aIdehyde (76 mg. 0.50 mmol)) in dimethylformamide (3 ml). 
The reaction was heated at 100 for 4 hours then allowed to stir for a further 36 hours 
at ambient temperature. Brine (10 ml) was added and the reaction allowed to stand for 
16 hours before the solid was collected by suction filtration (analogous reactions which 

30 failed to yield a solid precipitate were extracted with dichloiomethane (2x5 ml) and 
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the dichloromethane layer evaporated in vacuo to give a solid product). Drying in 
vacuo yielded the tide compound (140 mg, 86 % yield) as a white solid : 
•H.NMR(DMS0d6) .10.35 (s. IH), 8.61 (s, IH). 7.83 (d. IH), 7.57 (s. IH). 7.42 (s. 
IK), 72Z (d, IH). 7.07 (dd, IH), 4.01 (s, 3H). 3.99 (s. 3H). 3.94 (s. 3H) : 
MS (+ve ESO : 341 (M+H)*. 

Example 552 - Preparation of rnm ppund No. 552 in Table m 

An analogous reaction to that described in example 55 1, but starting with 4- 
(metfiylsuIphonyl)-phenoI (86 mg, 0.50 ramol) yielded the title compound (143 mg, 82 
% yield) as a white solid : 

•H-NMR (DMSO d6) : 8.60 (s. IHX 8.07 (d. 2H), 7.65 (d. 2H). 7.60 (s. IH). 7.42 (s. 
IH), 4.01 (8, 3H), 3.99 (s, 3H), 3.30 (s, 3H) : 
MS (+ye ESI) : 361 (M+H)*. 

E»ample 553 - Prenfln Hion of Com^und No. 553 in Table 16 

An analogous reaction to that described in example 551, but starting with 4- 
hydroxybenzophenone (99 mg, 0.50 mmol) yielded the tide compound (156 mg. 81 % 
yidd) as a white solid : 

•H-NMR (DMSO d*) : 8.62 (s. IH). 7.90 (d, 2H). 7.80 (d, 2H). 7.71 (t. IH), 7.58-7.66 
(m, 3H), 7.55 (d, 2H), 7.44 (s, IH), 4.01 (s, 3H). 4.00 (s. 3H) : 
MS (4ve EST) : 387 (M+H)*. 

Example 554 - Preparat ion of Comnound No. 554 in Table 16 

An analogous reaction to tijat described in example 551, but starting with 3- 
etiioxy-4-hydroxybenzaldehyde (83 mg, 0.50 mmol) yielded die tide compound (159 
mg, 90 % yield) as a white solid : 

'H.NMR (DMSO d«): 10.02 (s, lH), 8.53 (s. IH), 7.64-7.70 (m.2H), 7.58 (d, IH), 
7.57 (s, IH). 7.41 (s, IH), 4.06 (q. 2H), 4.00 (s, 3H). 3.99 (s. 3H), 1.00 (t, 3H) : 
MS (+ve ESI); 355 (M+H)*. 

Example 555 - Prepara Hon of Compound No. 555 in Table 16 

A mixture of 4-(4-carboxy)anilino>6,7KlimedJOxyquina2oline (100 mg, 0.28 
mmol). 4.(dimediyIamino>pyridine (67 mg, 0.55 mmol). n-heptylamine (0.045 ml, 
0.031 mmol) and l-(3-dimediylaminopropyl).3-ediylcarbodiimide hydrochloride 
(EDCO (58 mg, 0.3 1 mmol) in dimethylacetamide (3.0 ml) was stirred at ambient 
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temperature for 16 hours. The reaction was acidified by addition of 2.0H hydrochloric 
acid (7.0 ml, 14.0 mmol) and the precipitated solid collected by suction filtration. 
Diying in vacw» yielded the title compound (114 mg, 90 % yield) as a white solid : 
'H-NMR (DMSO d«) : 1 1 .54 (s. IH). 8.85 (s, IH), 8.45-830 (m. IH). 8.40 (s. IH), 
5 7.90 (d, 2H), 7.80 (d, 2H), 7.40 (s, IH). 4.05 (s, 3H), 3.95(s. 3H). 3.25 (m, 2H), 1.45- 
1.60 (m, 2H). 1.20-1.40 (m. 8H). 0.80-0.90 (m, 3H) : 
MS(-veES0:421(M-H)-, 
MS (+ve ESI) : 423 (M+H)\ 

4-(4-carboxy)anilino)-6,7-dimethoxyquinazoline, used as the starting material, was 
10 obtained as follows : 

a) A solution of methyl 4-aminobenzoate (151 mg, 1.00 nunol) and 4-chloro-6,7- 
dimethoxyquinazoline (224 mg, 1.00 mmol)in isopropanol ^00 ml) was heated at 
reflux for 3 hours before the reaction was allowed to cool to ambient temperature. The 
solid which had precipitated was collected by suction filtration and washed with diethyl 

IS edier (2x50 ml). Diying of tiiis material yielded 4-(4«arbometfio]gr)anilino>6,7- 

dimedioxyqumazoUne (363 mg, 97 % yield) as a white Solid : 

'H-NMR (DMSO dj) : 1 1.50 (s, IH), 8.90 (s, IH), 8.40 (s, IH), 8.05 (d, 2H), 7.95 (d, 

2H), 7.4 (s, IH), 4.05 (s, 3H). 4.00 (s. 3H) : 

MS(-veESl):338(M-H)-, 
20 MS (+ve ESI) : 340 (M+H)*. 

b) Aqueous sodium hydroxide solution (2.0N, 2.0 ml, 4.0 mmol) was added to a 
solution of 4-(4-carboetiioxy)aniUno)-6,7-dtmetiioxyquinazoline (325 mg, 0.87 mmol) 
in metiianol (10 ml) and tiie reaction was heated at reflux for 4 hours. The reaction was 
allowed to cool to ambient temperature, acidified witii 2.0N hydrochloric acid and the 

2S solid material collected by suction filtration. The solid was taken up in acetone (20 
ml), precipitated by addition of diethyl edier (20 ml) and die solid coUected by suction 
filtration.. Drying in vacuo yielded 4-(4-(2-carboxy)etiienyl)anilino-6,7- 
dimetitoxyquinazoline (296 mg, 94 % yield) as a white solid : 
'H-NMR (DMSO d6+ NaOD) ; 7.70 (s, IH), 7.60 (d, 3H), 7.00 (d, 2H), 6.72 (s, IH), 

30 3.85 (s,6H): 

MS (-ve ESI) : 324 (M-H), 
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MS (+ve ESI) : 326 (M+H)*. 

EMmpIc SS6- Preparation of rnm pound Nn. ^^ij in Table 16 

A solutidn of l-(3-dimethylaminopropyl)-3-€thyIcarbodiimide hydrochloride 
(EDO) (63 mg, 0.33 mmol) and 4-((limethylamino)pyridine (73 mg. 0.60 mmol) in 
dimethylacetamide (3.0 ml) was added to 3-niethoxypropyIamine (29 mg, 0.33 mmol) 
and 4-(4-carboxy)anilino)^.7-dimethoxyquina2olme (108 mg. 0.30 mmol). The 
reaction was stirred at ambient temperatuie for 48 hows and then heated at 100 for 4 
hours before being cooled to ambient temperatun:. Brine (10 ml) was added and the 
reaction allowed to stand for 16 hours before the solid was collected by suction 
filtration (analogoui reactions which failed to yield a solid precipitate were extracted 
with dichloromethane (2 x 5 ml) and die dichlorometiiane layer evaporated in vacuo to 
give a solid product). Drying in vacuo yielded the title compound (66.3 mg. 56 % yield) 
asawdiitesolid: 

'H-NMR (DMSO de) : 9.61 (s, IH). 8.65 (s, IH). 8.45 (t. IH). 7.98 (d. 2H). 7.88-7.95 
(m. 3H), 7.25 (s. IH). 4.02 (s. 3H), 3.95 (s, 3H). 3.45 (t, 2H). 3 JO-3.35 (m. 2H). 3.25 
(s,3H), 1.75-1.85 (m.2H): 
MS (+ve ESI) : 397 (M+H)*. 

Example S57 - Prepara tion of Comnound No. SS7 in Table 16 

An analogous reaction to tiiat described in example 556. but starting witii 4- 
fluoroben2ylamine (41 mg. 0.33 mmol) yielded the titie compound (1 17.6 mg, 91 % 
yield) as a white solid: 

'H-NMR (DMSO d,) : 9.61 (s. IH). 8.95 (t. IH). 8.55 (s. IH). 7.90-8.00 (m. 4H). 7.88 
(s. IH), 7.35-7.40 (m. 2H). 7.23 (s. IH). 7.10-7.20 (m, 2H). 4.50 (d, 2H), 4,00 (s, 3H). 
3.96(8, 3H): 

MS (+ve ESI): 433 (M+H)*. 

Example 558 - Preparati on of Comnognd No. SS« in Table 16 

An analogous reaction to that described in example 556. but starting witii 
cyclohexenyl-ethylamine (41 mg, 0.33 mmol) yielded die tiUe compound (127.7 mg. 98 
% yield) as a white solid : 
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•H-NMR (DMSO dfi) : 9.68 (s. IH). 8.55 (s, IH). 8.30 (t, IH). 8.0 (d. 2H). 7.92 (s. IH), 
7.90 (d, 2H), 7.25 (s, IH). 5.50 (t, IH), 4.02 (s. 3H). 3.98 (s, 3H), 3.35-3.40 (m, 2H), 
2.20-2.25 (m. 2H), 1.92-2.00 (m, 4H). 1.50-1.70 (m, 4H) : 
MS (+ve ESI) : 433 (M+H)*. 

EMmole 559 - Prepa ration of Compound No. 559 in Tahle Ifi 

An analogous reaction to that described in example 556, but starting with 2- 
(aminoethyl)-thiophene (42 mg, 0.33 mmol) yielded the title compound (1 14.2 mg, 88 
% yield) as a white solid : 

'H-NMR(DMSOd6): 9.62(8. IH),8,60(s, lH).8.55(t. IH). 8.0 (d. 2H), 7.88-7.95 
(m. 3H). 7.35 (d. IH). 725 (s. IH). 6.98-7.01 (m. IH), 6.95-6.97 (m. IH). 4.0 (s. 3H). 
3.95 (s, 3H), 3.50-3.57 (m. 2H). 3.08-3.15 (m. 2H) : 
MS (+ve ESI) : 435 (M+H)*. 

EiamDie S60 - Prepara tion of Comoound No. S60 in Table 16 

An analogous reaction to that described in example 556, but starting with 2,2.2. 
trifluoroethyl-amine hydrochloride (33 mg, 0.33 mmol) yielded the tiUe compound 
(1 15.7 mg, 95 % yield) as a white solid : 

•H.NMR(DMSOd«): 9.65 (s. lH),8.95(s, lH),8.50(s, IH), 7.98 (d,2H), 7.93 (d, 
2H), 7.88 (s. IH), 7.20 (s, IH), 4.10 (m. 2H). 4.00 (s, 3H), 3.95 (s, 3H) : 
MS (+ve ESI) : 407 (M+H)*. 

Example 561 - Prepara tion of Compound No. 561 in Table 16 

An analogous reaction to that described in example 556. but starting with 2- 
(methyIthio)-ethylamine (30 mg, 0.33 mmol) yielded the tide compound (101.2 mg. 85 
% yield) as a white solid : 

'H-NMR (DMSO dfi) : 9.60 (s. JH). 8.57 (s. IH). 8.50 (m. IH), 7.95<d, 2H). 7.88 (m. 
3H), 7.23 (s. IH), 4.00 (s. 3H), 3.98 (s, 3H), 3.50 (m. 2H), 2.70 (m, 2H), 2.15 (s. 3H) : 
MS (+ve ESI) : 399 (M+H)*. 

Example 562 - Prenarat ion of Comnound No. 562 jp Table 16 

An analogous reaction to that described b example 556, but starting with 1 - 
aminoindan (44 mg, 0.33 mmol) yielded the tide compound (107 mg. 81 % yield) as a 
white solid : 
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'H-NMR (DMSO <U) : 9.60 (s, IH). 8.65 (d. IH). 8.50 (s. IH). 7.97 (s, 4H). 7.90 (s. 
IH), 7.25 (m. 5H), 5.60 (m, IH), 4.00 (s. 3H), 3.97 (s, 3H). 3.00 (m. IH). 2.90 (m, IH), 
2.55(01, lH).2.G0(in,lH): 
MS (+ve ESI) : 44 1 (M+H)*. 

Example S63 - Prenarfl rion of Comnound No. 563 in Table 16 

An analogous reaction to that described in example 556, but starting with 
cyclohexylamine (33 mg, 0.33 mmol) yielded the title compound (81.8 mg, 67 % yield) 
as a white solid : 

•H-NMR (DMSO d<) : 9.6 (s, IH), 8.50 (s, IH). 8.05 (d. IH), 7.90 (m. 5H), 7.25 (s, 
IH), 4.0O (s, 3H), 3.95 (s, 3H). 3.75 (m, IH), 1.85 (m. 2H), 1.75 (m, 2H), 1.60 (m, 
IH). I JO (m. 4H). 1.12 (m. IH) : 
MS (+ve ESI) : 407 (M+H)*. 

Example S64 - Prenflr atioa of Cnmnound Nn. S64 in Tahie !<■ 

An analogous reaction to that described in example 556, but starting with 
(aminomethyl)cyclohexane (37 mg, 0.33 mmol) yielded the title compound (96.7 mg, 
77 % yield) as a white solid : 

•H-NMR (DMSO d6) : 9.60 (s. IH). 8.52 (s, IH). 8.30 (m, IH), 7.90 (m. 5H). 7.25 (s. 
IH). 4.00 (s, 3H). 3.95 (s. 3H). 3.13 (m. IH). 1.72 (m, 4H), 1.60 (m, 2H). 1.20 (m. 
3H),0.95(m,2H): 
MS(+veESI):421 (M+H)*. 

Example 565 - Prepar ation of Compound No. S6S in Tahle iH 

An analogous reaction to that described in example 556, but starting with 5- 
amino-2<hloropyridine (42 mg. 0.33 mmol) yielded the tiUe compound (120.8 mg. 92 
% yield) as a white solid : 

'H-NMR (DMSO d«) : 10.50 (s. IH), 9.72 (s. IH). 8.85 (d. IH). 8.58 (s, IH), 8.28 (d. 
IH), 8.05 (m. 4H). 7,90 (s, IH). 7.52 (d. IH). 7.25 (s, IH). 4.02 (s. 3H). 3.97 (s. 3H) : 
MS (+ve ESO : 436 (M+H)*. 

Example S66 - Prepflrfl tion of Comnound No. S66 In Table 16 

An analogous reaction to that described in example 556. but starting with 4- 
mtrobenzylamine hydrochloride (50 mg, 0.33 mmol) yielded the tide compound (134.4 
mg, 98 % yield) as a white solid : 
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•H-NMR(DMSOd6): 9.75(s. lH).9.l5(m. lH).8.55(s. IH). 8.20 (d. 2H). 8.00 (m. 
5H), 7.62 (d, 2H), 7.22 (s, IH), 4.60 (d, 2H). 4.00 (s, 3H). 3.95 (s. 3H) : 
MS (+ve EST) : 460 (M+H)*. 

Example 567 - Preparation of Cn mpound No. 567 in Tahli. l<t 
i An analogous reaction to that described in example 556. but starting with 2- 

amino-1.3.4.thiadia2o!e (33 mg. 0.33 mmol) yielded the tiUe compound (1 12.9 mg. 92 
% yield) as a white solid : 

'H-NMR (DMSO d,) : 12.95 (s. IH), 9.80 (s. IH). 9.08 (s. !H). 5.58 (s. IH). 8.20 (d. 
2H). 8.05 (d. 2H). 7.90 (s. IH). 7.25 (s. IH), 4.00 ( s, 3H), 3.95 (s. 3H) ; 
MS (+ve ESI) : 409 (M+H)*. 

EMmple 568 - PntPuraHftn of CompftM« d No. S6R in T»hh ^ SL 

An analogous reaction to that described in example 556. but starting with 2- 
ammopyridine (31 mg, 0.33 nunol) yielded the tide compound (73.8 mg. 61 % yield) as 
a vAdtc solid : 

•H-NMR(DMSOd6): 10.62(s. lH).9.70(s. lH).8.60(s. lH).8.40(m, lH).8.22(d. 
IH). 8.10 (d, 2H). 8.05 (d. 2H). 7.90 (s, IH). 7.85 (m. IH). 7.25 (s. IH). 7.15 (m. IH). 
4.00 (s,3H). 3.96 (s,3H): 
MS (+ve ESI) : 402 (M+H)*. 

giample 569 - Prepam Hon of Compnund No. *iM ip Table tH 

An analogous reaction to that described in example 556. but starting with 1- 
aminoisoquinoline (48 rag. 0.33 mmol) yielded the title compound (84.1mg. 62 % 
yield) as a white solid : 

'H-NMR (DMSO d,) : 10.86 (s. IH). 9.75 (s. IH). 8.57 (s. IH). 8.42 (m. IH). 8.16 (d. 
2H. J = 8 Hz). 8.07 (d, 2H. J = 8 Hz). 8.04 (t. 2H. J = 7 Hz). 7.93 (s. I H). 7.68-7.88 
(m, 3H). 7.25 (s. IH). 4.02 (s. 3H), 3.96 (s, 3H) : 
MS (+ve ESI) : 452 (M+H)*. 

Example 570 - Prgnararion of ComnnunrI No. 570 in TahtP tit 

An analogous reaction to that described in example 556. but starting with 5- 
amlno-2.nitrobenzotrifluoride (68 mg. 0.33 mmol) yielded the titie compound (19.9 
mg. 13 % yield) as a white solid : 
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'H-NMR (DMSO d*) : 10.90 (s. IH). 9.75 (s, IH). 8.60 (s. IH). 8.50 (d. IH), 8.39 (d. 
IH). 8.25 (d. IH). 8.10 (s, 4H), 7.90 (s, IH), 7.25 (s. IH), 4.02 (s. 3H), 3.95 (s, 3H) : 
MS (+ve ESO : 514 (M+H)*. 

EmmdIc S71 - Prepa ratioii flf Compound No. 571 in Tahig Ifi 

An analogous reaction to that described In example 556. but starting with 1.3- 
dimethylbutylamine (33 mg, 0.33 mmol) yielded the title compound (66.9 mg, 55 % 
yield) as a white solid : 

'H-NMR (DMSO d«) : 9.65 (s. IH). 8.52 (s. IH). 8.02 (d. IH), 7.90 (m. 5H). 7.21 (s. 
IH). 4.15 (m. IH). 4.00 (s. 3H). 3.95 (s. 3H). 1.65 (m. IH). 1.55 (m. IH), 1.25 (m. 
IH), 1.12 (d.3H). 0.90 (d.6H): 
MS (+ve ESI) : 409 (M+H)*. 

gMMple 572 - Prenar atioB of Comnonnd No. S72 jp Tabig i6 

A solution of 4-chIoro^-mcthoxy-7-(3-morpholinoproi)oxy)quina2oline (6.90 
g, 20.0 mmol) and 4-aminobenzoic acid (2.90 g, 21.2 mmol) in isopropanol (100 ml) 
was heated at reflux for 3 hours before tiie reaction was allowed to cool to ambient 
temperature. The soUd which had precipitated was collected by suction filttation and 
washed witii dietiiyl ether (2 x 50 ml). Drying of tins material yielded the tide 
compound (9.08 g, 89 % yield) as a white solid : 

•H-NMR (DMSO d«) : 1 1.70 (s, IH). 1 1.20 (s, IH). 8.90 (s. IH). 8.50 (s. IH). 7.95 
(dd, 4H). 7.55 (s. IH). 4.30 (t, 2H). 4.05 (s, 3H), 4,00 (d. 2H). 3.85 (t. 2H). 3.50 (m. 
2H). 3.30 (m, 2H). 3.10 (m, 2H), 2.35 (m, 2H) : 
MS (-ve ESi) : 437 (M-H)', 
MS (+ve ESI) : 439 (M+H)*. 

giample 573 - Preparat ion of ComnounANo. S73 in Table lg 

An analogous reaction to tiiat described in example 543, but starting witii 
sulphanilamide (86 mg, 0.50 mmol) and 4-chloro-6-methoxy-7-(3- 
morpholinopropoxy)quina2oline (168 g, 0.50 nrmiol), yielded tiie tide compound (231 
mg, 98 % yield) as a white solid : 

•H-NMR (DMSO d6) : 8.80 (s, IH), 8.25 (s, IH), 7.90 (dd, 4H), 7.40 (s, 3H). 4.30 (t, 
2H), 3.05 (s. 3H). 4.00 (m, 2H). 3.80 (m, 2H), 3.50 (m, 2H), 3.30 (m, 2H), 3.10 (m. 
2H),2.30(m,2H): 
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MS (+ve ESO : 437 (M+H)*, 

EMmple 574 - Prepar ation of Compomid No. S74 in Tahle m 

An analogous reaction to that described in example 543, but starting with N-(5- 
methoxypyrimidin-2-yI)-4-aniinobenzenesulphonamide (60 mg, OJ24 mmol) yielded the 
title compound (123 mg, 85 % yield) as a white solid : 

'H-NMR (DMSO d^) : 8.81 (s, IH), 8.27-8.32 (m. 3H). 7.94-8.05 (m, 4H), 7.37 (s. 
IH), 4.30 (t, 2H), 4.02 (s, 3H). 3.91-4.02 (m, 2H), 3.70-3.85 (m, 2H), 3.79 (s, 3H). 
3.00-3.58 (m, 6H). 2.22.Z37 (m. 2H) ; 
MS (+ve ESI) : 582 (M+H)*. 

Eiamnle S7S - Prenarat ion of Cnmpound No. SIS in Table 16 

An analogous reaction to that described in example 543, but starting with N- 
■(4,5-dimethyloxa2in-2-yl)-4-aminobenzenesulphonaniide (57 mg, 0.24 mmol) yielded 
the tide compound (138 mg, 99 % yield) as a white soUd : 
•H-NMR (DMSO d«) : 11.81 (s, IH), 8.81 (s, IH), 8.31 (s, IH). 7.92 (s. 4H), 737 (s. 
IH), 4.30 (t, 2H). 4.02 (s, 3H). 3.73-4.02 (m, 4H), 3.02-3.57 (m, 60), 2.23-2,38 (m, 
2H), 2.05 (s,3H), 1.95 (S.3H); 
MS (+ve ESI) : 569 (M+H)*. 

Examnle 576 - PreDara tion of Compound No. 576 In Tabic 1 

An analogous reaction to that described in example 543, but starting with N- 
(3,4.dimethyIisoxa2in-5-yl)-4-aminobenzenesulphonamide (57 mg, 0.24 mmol) yielded 
the title compound (45 mg, 36 % yield) as a white solid : 

'H-NMR (DMSO dfi): 8.84 (s, lH).8.29(s. 1 H), 8.05 (d,2H), 7.84 (d.2H). 7.38 (s, 
IH), 4.31 (t, 2H). 4.03 (s. 3H), 3.69-4.03 (m, 4H), 3.00-3.58 (m, 6H), 2.22-2.38 (m. 
2H). 2.09 (S.3H), 1.69 (s,3H); 
MS (+ve ESI) : 569 (M+H)*. 

Example S77 - Prenara tion of Compound No. S77 in Table 16 

A solution of 4-chloro-6-methoxy-7-benzyloxyquina2oline (150 mg, 0.50 
mmol) and 4-aminobenzamide (68 mg, 0.50 mmol) in isopropanol (200 ml) was heated 
at reflux for 3 hours before the reaction was allowed to cool to ambient temperature. 
The solid which had precipitated was collected by suction filtration and washed with 
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diethyl ether (2 x SO ml). Drying of this material yielded the title compound (196 mg, 
90 % yield) as an ofif-white solid : 

•h-NMR (DMSO d«) : 11.2 (s, IH). 8.8 (s, IH). 8.25 (s, IH), 7.95 (d, 3H), 7.80 (d. 
2H). 7.52 (d, 2H), 7.35-7.45 (ra, 5H), 5.34 (s, 2H); 4.02 (s, 3H) : 
5 MS (+ve ESI) : 401 (M+H)*. 

Example 578 - Preparation of Compoand No. S78 in Table 16 

A solution of 4-€hIoro-6-metho}9-7-ben^loxyquinazoline (see example 577) 
(150 mg, 0.50 nunol) and 4-aminobenzophenone (99 mg, 0.50 mmol) in isopropanol 
(200 ml) was heated at reflux for 3 hours before tiie reaction was allowed to cool to 
10 ambient temperature. The solid which had precipitated was collected by suction 

filtration and washed with diediyl ether (2 x 50 ml). Drying of this material yielded the 
title compound (233 mg, 94 % yield) as an off-white solid : 

'h-NMR (DMSO de) : 'H-NMR (DMSO d«) : 1 122 (s. IH), 8.86 (s, IH), 8.28 (s, IH), 
7.98 (d, 2H), 7.87 (d, 2H), 7.74-7.77 (m. 2H), 7.65-7.69 (m. IH), 7.50-7.60 (m. 4H), 
15 7.40-7.45 (m, 4H), 5 J5 (s, 2H), 4.03 (s, 3H) : 
MS (-We ESI) : 462 (M+H)*. 

Example 579 - Preparation of Compound No. 579 in Table 16 

An analogous reaction to tfiat described in example 543, but starting with 4- 
aniino-2-chloro-4*-fluorobenzophenone (777 mg, 3.1 1 mmql) and 4-chloro-6-m^oxy- 
20 7-^,2,2-trifIuoroethoxy)quinazoline (932 g, 2.83 mmol), yielded the title compound 
(1.10 g, 77 % yield) as a white solid : 

'H-NMR (DMSO d«) : 11.40 (s, IH). 8.90 (s, IH), 8.37 (s, IH). 8.16 (s, IH), 7.96 (dd. 
2H, J = 2,8 Hz). 7.81-7.86 (m, 4H), 7.63 (d. IH. J = 8 Hz). 7.38-7.43 (m. 3H). 5.07 (q, 
2H.J = 7Hz),4.07(s,3H): 
25 MS (-ve ESI) : 504 (M-H)*, 
MS (+ve ESI) : 506 (M+H)*. 

Example 580 - Preparation of Compound No. 580 in Table 16 

0-(7-Azabenzotriazol-l-yl)-N,N,N',N'-tetramethylun)nium 
bexafluorophosphate (HATU) (192 mg, 0.50 mmol) was added to a suspoision 4-(4- 
30 carboxyphenyl)-6-methoxy-7-(3-moipholinopropoxy)quinazoline (232 mg, 0.5Q mmol) 
in dimethylformamide (4.5 ml). After 5 minutes, cydopentylamine (42.8 mg. 0.50 
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mmol) was added and the reaction heated at 50 'C for 16 houis. The reaction was 
cooled, poured into water (10 ml) and diethyl ether (5 ml) was added. The solid which 
precipitated was collected by suction filtration and washed with water (10 ml) and 
dieUiyl ether (10ml). Drying of the solid in vacuo yielded the title compound (63.4 mg, 
5 28% yield) as a white solid: 

•H-NMR(DMS0 d«) : 9.57 (s. IH), 8.49 (s, IH). 8.13 (d, IH), 7.82-7.95 (m. 5H), 7.20 
(s, IH), 4.13-4.28 (m, IH), 4.19 (t. 2H), 3.97 (s, 3H). 3.53-3.61 (m, 4H), 2.46 (t, 2H), 
2.31-2.40 (m, 4H), 1.46-2.03 (m, lOH) : 
MS (+ve ESI) : 506 (M+H)*. 
10 Eiamnle 58 1 - Prenaration of Comnound No. S81 in Table 16 

An analogous reaction to that described in example 580, but starting with 
cyclohexylamine (49.8 mg, 0.50 mmol) yielded the title compound (65.8 mg, 28 % 
yield) as a white solid : 

'H-NMR(DMSOd6):9.56(s, lH),8.48(s. lH),8.04(d, IH), 7.80-7.95 (ra, 5H), 7.19 
15 (s, IH), 4.19 (t, 2H)» 3.97 (s, 3H), 3.69-3.83 (m, IH), 3.52-3.62 (m. 4H), 2.45 (t, 2H), 
232-2.40 (m, 4H), 1.56-2.03 (m, 7H), 1.01-1.41 (m. 5H) : 
MS (+ve ESI) : 520 (M+H)*. 

Example 582 - P reparation of Compound No. 582 in Table 16 

An analogous reaction to that described in example 580, but starting with 
20 cyclohe;qrlmetfiyI-amine (56.9 mg, 0.50 nunol) yielded the title compound ( 1 58.8 mg, 
66 % yield) as a white solid : 

'H-NMR (DMSO d^) : 9.57 (s, IH), 8.50 (s, IH), 8.29 (t, IH). 7.80-7.95 (m, 5H), 7.20 
(s. IH), 4.19 (t,2H), 3.97 (s,3H), 3.52-3.61 (m, 4H), 3.11 (t,2H), 2.45 (t,2H), 2.32- 
. 2.41 (m, 4H), 1.89-2.01 (m, 2H). 1.45-1.77 (m,6H), 1.06-L28(m,3H), 0.82-1.02 (m, 
25 2H): 

MS (+ve EST) : 534 (M+H)*. 

Example 583 - Pr eoaration of Comnound No. 583 in Table }^ 

An analogous reaction to that described in example 580. but starting with 5- 
amino-2-chloroRyridine (64.6 mg, 0.50 mmol) yielded the title compound (215 mg, 86 
30 % yield) as a white solid: 
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•H-NMR (DMSO d6) : 10.47 (s. IH). 9.68 (s, IH). 8.81 (d. IH). 8.54 (s. IH). 8.27 (dd. 
IH), 7.97-8.08 (m. 4H). 7.87 (s. IH). 7.51 (d. IH), 7.22 (s, IH). 4.20 (t. 2H). 3.98 (s. 
3H), 3.54-3.63 (m, 4H), 2.47 (t, 2H), 2.32-2.43 (m. 4H), 1.89-2.03 (m. 2H) : 
MS (+ve ESI) : 549 (M+H)*. 
5 Example 584 - Preparatf on of Compnund No. S«4 in Table 

An analogous reaction to that described in example 580, but starting with 
furfiuyJamine (48.8 mg. 0.50 mmol) yielded the tiUe compound (147 mg. 63 % yield) 
as a white solid : 

•H-NMR (DMSO d.) : 9.59 (s. IH). 8.86 (t. IH). 8.51 (s. IH), 7.86-7.98 (m, 4H). 7.85 
) (s. 1 H). 7.56 (d. IH). 7.20 (s, IH). 6.40 (t. IH). 6.27 (d. IH). 4.47 (d. 2H), 4.19 (t. 2H). 
3.97 (s. 3H). 3.54-3.62 (m. 4H). 2.45 (t. 2H). 2.33-2.40 (m. 4H). 1.89-2.03 (m. 2H) : ' 
MS (+ve ESI) : 518 (M+H)* 

Example S«.S - Prppa—tion of romp onnd No. jWS in Table l<t 

An analogous reaction to that described In example 580. but starting with 
tetxahydiofurfuiylaniine (50.8 mg. 0.50 mmol) yielded the title compound (45.9 mg. 19 
% yield) as a white solid : 

•H-NMR (DMSO d6) : 9.58 (s. IH). 8.51 (s. IH). 8.39 (t. IH). 7.84-7.97 (m. 4H). 7.85 
(s. IH). 7.20 (s. IH). 4.19 (t. 2H). 3.92-4.05 (m. IH). 3.97 (s. 3H). 3.73-3.85 (m. IH), 
3.55-3.67 (m. IH), 3.53-3.61 (m. 4H). 3.23-3.38 (m. 2H). 2.45 (t. 2H). 2.33-2.42 (m, ' 
4H), 1.52-2.03 (m,6H): 
MS (+ve ESI) : 522 (M+H)*. 

Example 586 - Prcpaintinn of Compounii No. S86 In T«hl> IK 

An analogous reaction to that described in example 580. but starting with 2- 
aminopyridine (47.3 mg. 0.50 mmol) yielded thetitle compound (72.5 mg. 31 % yield) 
asaMdiitesolid: 

•H-NMR (DMSO de) : 10.61 (s. IH). 9.65 (s. IH). 8.55 (s. IH). 8J9 (dd. IH). 8.20 (d. 
IH). 7.97-8.13 (m. 4H), 7.87 (s. IH). 7.78-7.87 (m. IH), 7.22 (s. IH). 7.10-7.18 (m. 
IH). 4.20 (t. 2H). 3.98 (s. 3H). 3.53-3.63 (m. 4H). 2.46 (t. 2H). 2.33-2.42 (m. 4H). 
1. 89-2.02 (m,2H) : 
MS(+veESI):515(M+H)*. 
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Example S87 - PreparaHon of Compound No. S87 in Table lg 

An analogous reaction to that described in example 580, but starting with 3- 
aminopyridine (47.3 mg. 0.S0 mmol) yielded the tide compound (204 mg, 88 % yiekQ 
asav^tesoltd: 

5 'H-NMR (DMSO d«) 10.33 (s. IH). 9.67 (s, IH). 8.94 (d, IH). 8.54 (s, IH). 8.27-8.32 
(m, IH), 8.15-8.23 (m, IH), 8.03 (s. 4H), 7.87 (s, IH). 7.39 (dd, IH). 7.22 (s. IH). 4.20 
(t, 2H), 3.98 (s. 3H), 3.54-3.62 (m, 4H), 2.46 (t, 2H). 2.33-2.42 (m. 4H), 1.89-2.03 (m, 
2H): 

MS (+ve ESI) : 5 15 (M+H)*. 
10 Example 588 - Preparation of Compound No. 588 in Table 16 

An analogous reaction to that described in example 580, but starting with 1 3- 
dimethylbutylamine (50.9 mg, 0.50 mmol) yielded the title compound (32.2 mg, 14 % 
yield) as a white solid : 

'H-NMR (DMSO d*) : 9.58 (s, IHX 8.50 (s, IH), 8.00 (d, IH), 7.83-7.94 (m, 4H), 7.85 
IS (s, IH), 7.20 (s, IH), 4.19 (t, 2H), 4.05-4.20 (m, IH), 3.97 (s, 3H), 3.53-3.61 (m, 4H). 
2.45 (t, 2H). 2.32-2.41 (m, 4H), 1.89-2.02 (m, 2H), 1.17-1.71 (m. 3H). 1.13 (d. 3H), 
0.89 (d,6H): 

MS (+ve ESI) : 522 (M+H)*. 

Example 589 - Preparation of Compound No. 589 in Table 16 
20 An analogous reactimi to that described in example 580, but starting with 2,2.2- 

trifluotoethylamine hydrochtoride (67.8 mg, 0.50 mmol) yielded the title compound 
(173.6 mg, 74 % yield) as a white solid : 

'H-NMR (DMSO d^) : 9.63 (s. IH). 8.95 (t. IH). 8.53 (s, IH). 7.89-8.02 (m, 4H), 7.86 
(s, 1H),7.21 (s. lH).4.19(t.2H),4.01-4.17(m.2H). 3.97 (s,3H), 3.53-3.63 (m,4H), 
25 2.45 (t. 2H). 2.33-2.42 (m. 4H). 1.89-2.02 (m. 2H) : 
MS (+ve ESI) : 520 (M+H)*. 

Example 590 - Pr eparation of Compound No. 590 in Table 16 

An analogous reaction to that described in example 580, but starting witfi 3- 
ethoxypropylamine (51.8 mg, 0.50 mmol) yielded the title compound (31.8 mg, 13 % 
30 jrield) as a white solid : 
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•H-NMR (DMSO d«) : 9.57 (s. IH). 8.50 (s. IH), 8.32 (t. IH), 7.82-7.96 (m. 4H). 7.85 
(s. IH). 7:20 (s. IH). 4.19 (t. 2H). 3.97 (s. 3H). 3.53-3.62 (m, 4H). 3.25- 3.47 (m. 6H), 
2.45 (t, 2H). 2.33-2.42 (m. 4H). 1.89-2.02 (m, 2H), i.70-1.82 (m, 2H), 1.1 1 (t, 3H) : 
MS (+ve ESI) : 524 (M+H)*. 

Example S91 - Preparation of Compound No. 591 in Tahlc !<> 

An analogous reaction to that described in example 580, but starting with 3- 
(methyIthio)propylamine (52.9 mg. 0.50 mmol) yielded the tide compound (143 mg. 60 
% yield) as a white solid : 

'H-NMR (DMSO d«) : 9.59 (s. IH). 8.50 (s, IH), 7.89 (m, 4H), 7.85 (s. IH). 7.20 (s. 
IH), 4.19 (t. 2H), 3.97 (s, 3H), 3.53-3.62 (m. 4H). 3.27- 3.37 (m. AH), 2.43 (t. 2H), 
2.33-2.42 (m, 4H). 1.89-2.02 (m, 2H). 1.75-1.82 (m. 2H) : 
MS (4ve ESI) : 526 (M+H)*. 

Example 592 - Preparation of rn mpound No. S92 In Table 16 

An analogous reaction to that described in example 580, but starting with 2- 
15 amino-l-methoxypropane (44.8 mg, 0.50 mmol) yielded the title compound (1 1 .8 mg, 
5 % yield) as a vAdtc solid : 

'H-NMR (DMSO d«): 9.59 (s. lH).8.50(s. IH),7.89(m.4H),7.85 (s. lH).7.20(s. 
IH), 4.19 (m, 4H), 3.97 (s. 3H), 3.53-3.62 (m. 4H), 3.40 (ra. IH). 3.27 (s, 3H). 2.45 (t. 
2H), 2.33-2.42 (m,4H), 1.96(m.2H). I.14(d.3H. J = 7H2): 
20 MS (+ve ESI) : 510 (M+H)*. 

Example 593 - Preparati on of Comnnund No. S9% in Table 16 

An analogous reaction to that described in example 580, but starting with 3- 
methylcyclohexylamine (56.9 mg, OJO mmol) yielded the title compound (160 mg, 66 
% yield) as a white solid : 
25 'H-NMR (DMSO d«) : 9.57 (s, IH). 8.50 (s. IH). 8.06 (d. IH). 7.83-7.95 (m. 4H). 7.85 
(s, lH).7.20(s. IH). 4.19(1, 2H), 3.97 (s,3H),3.70.3.87(m, I H), 3.53-3.63 (m,4H), 
2.45 (t, 2H), 2.33-2.42 (m, 4H). 0.72-2.02 (m, 1 IH), 0.92 (d, 3H) : 
MS (+ye ESI) : 534 (M+H)*. 
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Example S94 - Preparatian of Comnonnd No. S94 in Table tti 

An analogous reaction to that described in example 580, but startii^ with 2- 
aminoindan (66.9 mg, 0.50 mmol) yielded the title compound (222 mg, 88 % yield) as 
a ^te solid: 

5 'H-NMR (DMSO d^) : 9.58 (s. IH), 8.53 (d. IH), 8.50 (s. IH), 7.86-7.97 (m. 4H). 7.85 
(s, IH), 7.09-7.27 (m, 5H), 4.63-4.79 (m. 1 H). 4. 19 (t, 2H), 3.97 (s, 3H), 3.53-3.62 (m, 
4H), 3.19-3.32 (m, 2H), 2.91-3.03 (m. 2H). 2.45 (t, 2H), 2.32-2.42 (m. 4H). 1.88-2.02 
(m.2H): 

MS (+ve ESI) : 580 (M+H)*. 
W Example S 95 - Preparation of Compound No. S9S in Table 16 

An analogous reaction to that described in example 580, but starting with 
cyclohexcnyl-ethylamine (62.9 mg. OJO mmol) yielded the tide compound (120 mg. 48 
% yield) as a white solid : 

'H-NMR (DMSO ds) : 9.57 (s, IH). 8.50 (s, IH), 8.28 (t, IH). 7.79-7.95-7.79 (m, 5H), 
15 7.20 (s, IH), 5.43 (s. IH), 4.19 (t. 2H), 3.97 (s, 3H), 3.53-3.63 (m. 4H), 3 J3-3.39 (m. 
2H). 2.45 (t, 2H). 2,33-2.42 (m. 4H), 2.16 (t. 2H), 1.88-2.03 (m, 6H), 1.63-1.43 (m. 
4H): 

MS (+ve EST) : 546 (M+H)*. 

Example S96 - P reparation of Compound No. 596 in Table 16 
20 An analogous reaction to that described in example 580, but starting with 2- 

tfaiophene ethylamine (63.9 mg, 0.50 mmol) yielded the title compound (207 mg, 83 % 
yield) as a white solid : 

'H-NMR (DMSO d«) : 9.58 (s, IH), 8.52 (t, IH). 8.51 (s, IH), 7.82-7.97 (m. 4H), 7.85 
(s, IH), 7.30-7.35 (m. IH). 7.20 (s, !H). 6.89-6,98 (m, 2H), 4.19 (t, 2H). 3.97 ($, 3H). 
25 3.54-3.62 (m. 4H), 3.50 (q, 2H). 3.08 (t, 2H), 2.45 (t, 2H), 2.33-2.42 (m, 4H), 1.89- 
2.02 (m, 2H) : 

MS (+ve ESI) ; 548 (M+H)*. 

Example 597 - Pr eparation of Compound No. 597 in Table 1 

An analogous reaction to that described in example 580, but starting with 5- 
30 methyl-2-(aminomethyl)fuian (55.9 mg, 0.50 mmol>yielded the title compound (203 
nqg, 84 % yield) as a white solid : 
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'H-NMR (DMSO d*) : 9.59 (s. IH). 8.79 (t, IH). 8.51 (s. IH), 7.87-7.98 (m. 4H), 7.85 
(S, IH). 7.20 (s. IH). 6.13 (d, IH), 5,99 (d. IH), 4.41 (d. 2H), 4.19 (t, 2H), 3.97 (s. 31^, 
3.53-3.62 (m, 4H), 2.45 (t, 2H), 2.33-2.42 (m, 4H), 2.23 (s. 3H), 1.89-2.02 (in, 2H) : 
MS (+ve ESI) : 532 (M+H)*. 
5 Example 598 - Preparation of Compound No. S98 in Table 16 

An analogous reaction to that described in example 580, but starting with 3- 
aminotetrahydrothiophene-S,S-dioxide dihydrochloride (104.5 mg, 0.50 mmol) yielded 
the title compound (217 mg, 86 % yield) as a vilntc solid : 

'H-NMR (DMSO d«) : 9.6 1 (s, IH). 8.62 (m, IH). 8.52 (s. IH), 7.97 (d, 2H. J = 8 Hz), 
10 7.93 (d, 2H, J = 8 Hz), 7.86 (s, IH), 7.20 (s. IH), 4.69 (m, IH), 4.19 (t, 2H, J = 7 Hz), 
3.97 (s, 3H), 3.53-3.62 (m, 4H), 3.44-3.50 (m, IH). 3.21-3.36 (m, 2H), 3.08-3.14 (m, 
IH), 2.45 (t, 2H). 2.33-2.42 (m. 4H), 2.16-2.26 (in, 2H). 1.89-2.02 (m, 2H) : 
MS (+ve ESI) : 556 (M+H)*. 

I 

Example 599 - P rcpararion of Comnonnd Nd. S99 in Table 16 
15 An analogous reaction to that described in ocample 556, but starting with 2- 

methyl-pentylamine (33 mg, 0.33 mmol) yielded the tiUe compound (59 mg, 43 % 
yield) as a v«1iite solid : 

'H-NMR (DMSO d«) : 9.66 (s, IH), 8.54 (s, IH). 8.33 (t. IH), 7.87-7.99 (m, 5H). 7.23 
(s. 1H).4.00 (s. 3H), 3.95 (s. 3H). 3.17-3.26 (m, IH). 3.03-3.14 (m, IH), 1.68-1.83 (m, 
20 IH). 1 .03-1 .48 (m, 4H). 0.84-0.95 (m. 6H) : 
MS (+ve ESI) : 409 (M+H)*. 

Example 600 - Preparation of Compound No. 600 in Table 16 

An analogous reaction to that described in example 556. but starting with 3- 
ethoxypropyl-amine (34 mg. 0.33 mmol) yielded the tide compound (95 mg, 70 % 
25 yield) as a v^Ute solid: 

'H-NMR (DMSO d*) : 9.62 (s, IH). 8.55 (s. IH). 8.35 (t. IH), 7.83-7.99 (m. 5H). 7.22 
(s, IH), 4.00 (s, 3H), 3.96 (s, 3H), 3.25-3.50 (m, 6H), 1.74-1.85 (m. 2H), 1.15 (t. 3H) : 
MS(+veESI):411(M+H)*. 
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Example 601 - PreDaration of ComnouBd No. 601 in Table 16 

An analogous reaction to that described in example 556, but starting with 3- 
(methylthio)propylamine (35 mg, 0.33 mmol) yielded the title compound (83 mg. 61 % 
yield) as a vAatc solid : 
5 'H-NMR (DMSO d*) : 9.62 (s, IH), 8.56 (s. IH). 8.40 (t. IH). 7.87.7.99 (m, 5H). 7.23 
(s, IH), 4.00 (s, 3H), 3.96 (s, 3H), 3.27-3.43 (m, 2H). 2.55 (^ 2H), 2.09 (s, 3H), 1.78- 
1.88 (m,2H): 

MS (+ve ESI) : 41 3 (M+H)*. 

Example 602 - Preparation of Compound No. 602 in Table 16 
10 An analogous reaction to that described in example 556. but starting with 

hexylamine (33 mg, 0.33 mmol) yielded the title compound (74 mg, 54 % yield) as a 
white solid : 

'H-NMR (DMSO d^) : 9.63 (s. IH), 8.54 (s, IH), 8.34 (t, IH), 7,84-8.00 (m, 5H), 7.23 
(s, IH), 4.00 (s, 3H), 3.96 (s, 3H). 3.20-3.36 (m, 2H). 1.48-1.59 (m, 2H), 1.23-1.41 (m, 
15 6H),0.90(t,3H): 

MS (-Hre ESI) : 409 (M+H)*. 

Example 603 - Preparation of Compound No. 603 in Table 16 

A solution of I .ON hydrochloric acid in ether (0.50 ml, 0.50 nmiol) was added 
to a solution of 4-aminobenzamide (78 mg, 0.50 mmol) and 4-chloro-6-methoxy-7-(3- 

20 moipholinopropoxy).quinazoline (168 mg, 0.50 mmol), in isopropanol <5.0 ml). The 
reaction was heated at 40 •€ for 30 minutes and then at 83 "C for 12 hours. The 
reaction was allowed to cool to ambient tempoature and the solid which had 
precipitated was collected by suction filtration and washed with diethyl ether (2x10 
ml). Drying of this material yielded th&title compound (222 mg, 94 % yield) as a white 

25 solid : 

'H-NMR (DMSO dfi) : 1 1.49 (s. IH). 1 1.03 (s. IH). 8.86 (s, IH). 8.41 (s, IH). 8.00 (m, 
3H). 7.87 (d, 2H), 7.42 (s, IH). 7.37 (s, IH), 4.36 (t, 2H). 4.05 (s. 3H), 3.71-4.05 (m. 
4H), 2.85-3.68 (m, 6H), 2.24-2.41 (m, 2H) : 
MS (+ve ESI) : 438 (M+H)*. 
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Eiample 604 - Prcpa rafion of CawDound No. ^04 in Table 16 

An analogous reaction to that described in example 603, but starting with N- 
(4.5^imethyloxazol-2-yI)suIphanilamide (135 mg, 0.50 mmol) yielded the tide 
compound (279 mg. 92 % yield) as a white solid : 

'H-NMR(DMS0d6): 11.88 (s. IH). 11.57 (s, IH). 11.05 (s. lH).8.87(s, 1H),8.44 
(s, IH), 7.96 (s, 4H), 7.45 (s, IH), 4.34 (t, 2H), 4.07 (s. 3H), 3.74^.07 (m, 4H), 2.96- 
3.65 (m, 6H). 2.29-2.43 (m. 2H). 209 (s. 3H), 1.97 (s. 3H) : 
MS(-veESI):569(M-H)-. 

Example 60S - Prepa ration of CumDound No. 60S In Table lit 

Ah analogous reaction to that described in example 603, but starting with 4- 
amino-2,4'-dichIoiobenzophenone (133 mg, 0.50 mmol) yielded the title compound 
(296 mg, 98 % yield) as a white solid : 

'H-NMR (DMSO d«) : 1 1.52 (s. IH), 10.94 (s, IH). 8.93 (s, IH), 8.48 (s, IH). 8.24 (s, 
IH), 8.05 (d. IH). 7.79 (d, 2H), 7.69 (d. 2H). 7.65 (s, IH), 7.44 (s, IH). 4.35 (t. 2H). 

4.09 (s. 3H), 3.76^.09 (m, 4H), 2.90-3.72 (m, 6H). 2.28-2.42 (m, 2H) : 

MS (+ve ESI) : 569 (M+H)*. 

Example 606 - Prepa ration of Compound No. 606 in Table 16 

An analogous reaction to that described in example 603, but starting witfi 
sulphanilanilide (129 rag. 0.50 mmol) yielded the Utle compound (283 mg, 97 % yield) 
as a white solid : 

•H-NMR (DMSO d«) : 1 1.49 (s, IH), 1 1.00 (s, IH), 10.32 (s, IH). 8.85 (s. IH). 8.41 
(s. IH). 8.00 (d, 2H). 7.85 (d. 2H). 7.43 (s, IH). 7.27 (t. 2H), 7.15 (d, 2H), 7.05 (t, IH). 
4.34 (t, 2H), 4.04 (s, 3H), 3.75-4.04 (m, 4H). 2.87-3.70 (m, 6H). 2.25-2J9 (m. 2H) : 
MS (+ve EST) : 550 (M+H)*. 

Example 607 - Prepara tion of Compound No. 607 in Table 16 

An analogous reaction to that described in example 603. but starting with 4- 
aminobenzophenone (99 mg. 0.50 mmol) yielded the tide compouiid (244 mg, 91 % 
yield) as a white solid : 

'H-NMR (DMSO d*) : 1 1.57 (s. IH), 1 1.08 (s. IH), 8.90 (s. IH), 8.48 (s. IH), 8.05 (d, 
2H), 7.89 (d, 2H). 7.80 (d, 2H). 7.71 (t. IH). 7.61 (t, 2H), 7.47 (s, IH), 4.35 (t. 2H). 
4.09 (s. 3H), 3.76-4.06 (m, 4H). 2.94-3.67 (m, 6H), 2.30-2.42 (m. 2H) : 
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MS (+VC ESO : 499 (M+H)*. 

Example 608 - Prenar ation of Compound No. 608 in Table Hi 

An analogous leaction to that described in example 603, but starting with 4-(4- 
nitrophenylsulphonyI)aniline (139 mg, 0.50 mmol) yielded the titie compound (289 mg, 
94 % yield) as a white solid : 

'H-NMR(DMSOd«): 11.60 (s,lH). 11.00 (s. lH).8.85(s. lH).8.45(s, IH),8.44(s. 
2H), 8.27 (d, 2H), 8.23 (m, 4H), 7.45 (s, IH). 4.30 (t. 2H), 4.05 (s, 3H), 4.00 (m. 2H). 
3.83 (m, 2H), 3.50 (m. 2H), 3.30 (m. 2H). 3. 10 (m. 2H). 2.35 (m. 2H) : 
MS (+ve ESI) : 580 (M+H)*. 

Example 609 - Prenara Hon of Compound No. 609 in Table 16 

A solution of l-(3-dimethylaminopropyl)-3-ethyIcarbodiimide hydrochloride 
(EDCI) (106 mg, 0.55 mmol) and 4-(dimethylanuno)pyridine (190 mg, 1.55 mmol) in 
dimethytecetamidc (5 ml) was added to a mixture of 4-(4-carboxyanilino)-6-methoxy- 
7-(3-morpholinopropoxy)quinazDline dil^drochloride (see example 29) ^56 mg, 0. 17 
mmoO and 3-(lrifluoromcthyl)aniline (0.063 ml, 0.50 mmol) and the reaction stirred at 
ambient temperature for 1 8 hours. The reaction was poured into water (15 ml) and the 
solid material which precipitated was collected by suction filtration. Drying in vacuo 
yielded the title compound (247 mg, 85 % yield) as a pale brown solid : 
'H-NMR (DMSO d*) : 9.65 (s, IH). 8.55 (s.lH), 8.25 (s.lH). 8.05 (d, IH). 8.00 (s, 
4H). 7.85 (s. IH), 7.60 (t, IH), 7.45 (d, IH), 7.20 (s, IH). 4.20 (t, 2H), 4.00 (s, 3H). 
3.60 (m, 4H), 2.45 (t, 2H). 2.40 (m, 4H). 1.95 (m, 2H) : 
MS (-ve ESI) : 580 (M-H)", 
MS (+ve ESI) : 582 (M+H)*. 

Example 6 10 - Preparation of Compound No. 610 In Table 16 

An analogous reaction to that described m example 581. but starling with 2- 
(methylthio)<thyIamine (40 mg, 0.44 mmol) and 4-((4-cari)oxy)anilino)-6-methoxy-7- 
(2,2,2-trifluoeoethoxy><iuinazoIine (157 mg, 0.4 mmol), yielded the tiUe compound 
(147 mg, 79 % yield) as a white solid : 
HPLC/LCMS (RT) : 2.11 min : 
MS (+ve ESI) : 467 (M+H)*. 
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4<(4.carix)xy)aiiilino)-6-meUioxy-7-(2 A2-trifluoeoethoxy)qdna2oU^^ used as the 
starting material was obtained as foliows:- 

A mixture of 4<liloio-6-metlioxy-7-(2,2>trifIuoroethoxy)quinazoline (3.8 g, 
13 mmol) and 4-aminobenzoic acid (1.78 g, 13 mmol) were heated in ethylene glycol 
dimethyl ether (DME) (75 ml) at 60 •€ for 3 hours. The reaction was cooled and the 
pale yellow solid which precipitated was collected by suction filtration. Drying in 

vacuo yielded 4-<(4-carboxy)anilino)-6-methoxy-7-(2.2,2-trifluoeoethoxy)quina2oline 
(5.37 g, 96 % yield) as a pale yellow solid : 

'H-NMR (DMSO dj) : 8.85 (s. IH). 8.45 (s.lH). 8.00 (d, 2H), 7.95 (d, 2H). 7.45 (s, 
1 H), 5.05 (m, 2H), 4.05 (s, 3H) : 
MS(.veESI):392(M-H)-, 
MS (+ve ESI) : 394 (M+H)*. 

Examnte 611 - Prenara tfon of Comnound No. 6t 1 In Tabic 16 

An analogous reaction to that described ui example 61 0, but starting with 
cyclopentylamine (37 mg, 0.44 nunol) yielded the title compound (45 mg, 25 % yield) 
as a white solid : 
HPLC/LCMS (RT) : 2.23 min : 
MS (+ve ESI) : 461 (M+H)*. 

Example 612 - Prenar ation of Compound No. 612 In Table U 

An analogous reaction to tiiat described in example 6 1 0, but starting wiUi 
cydohexylamine (44 mg, 0.44 mmol) yielded the title compound (78 mg, 41 % yield) 
as a white solid : 
HPLC / LCMS (RT) : 2.38 min : 
MS (+ve ESI) : 475 (M+H)*. 

Example 613 - Preoaratln B of Compound No. 613 in Tahlg 1<{ 

An analogous reaction to that described in example 610, but starting with 5- 
amino-2-chloropyridine (56 mg. 0.44 mmol) yielded the titie compound (1 88 mg, 94 % 
yield) as a white solid : 
HPLC / LCMS (RT) : 2.39 min : 
MS (+ve ESI) : 504 (M+H)*. 
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EMmple 614 - Preparation of Compound No. 614 in TuMa i<t 

An analogous reacHon to that described in example 610, but starting with 
tetrahydio-furfuiylamine (44 mg, 0.44 nunol) yielded the title compound (140 mg. 74 
% yield) as a white solid : 
5 HPLC/LCMS (RT) : 1.98 min ; 
MS (+ve ESI) : 477 (M+H)*. 

Example 61S - Preparatifln o f Compound No. 61S in Tahlg m 

An analogous reaction to that described in example 610, but starting with 4-(2- 
aminoethyl).moipholine (57 mg. 0.44 mmol) yielded the tiUe compound (169 mg, 84 % 
10 yield) as a ^^te solid : 

HPLC / LCMS (RT) .1.51 min : 
MS (+ire ESI) : 506 (M+H)*, 

Example 616 - Pri.paration nf r pmponnd tin. 616 m Tahto Iti 

An analogous reaction to that described in example 610. but startmg with 2- 
15 aminopyridine (41 mg, 0.44 mmol) yielded the tide compound (80 mg. 43 % yield) as a 
white solid : 

HPLC / LCMS (RT) : 2.05 min : 
MS (+ve ESI) : 470 (M+H)*. 

Example 617 - Preparation nf Compound No. 617 in TaM*. 1H 
20 An analogous reacUon to that described in example 610, but starting with 3- 

aminopyridine (41 mg, 0.44 mmol) yielded the UUe compound (173 mg. 92 % yield) as 
a white solid : 

HPLC / LCMS (RT) : 1 .83 min : 

MS (+ve ESI) : 470 (M+H)*. 
25 Example 618 - Preparatio n of Comnnund No. 618 in TahU 1< 

An analogous reaction to that described in example 610, but starting with 1.3- 

dimethyl-butylamine (44 mg. 0.44 mmol) yielded the titfc compound (47 mg. 25 % 

yiel(0 as a white solid: 

HPLC / LCMS (RT) : 2.47 min ; 
30 MS (+ve ESI): 477 (M+H)*. 
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Example 19 - Prepa ration of Compound No. ii\9 in Table l<t 

An analogous reaction to that described in example 610, but starting with 2,2^- 
trifluoroethylamine hydrochloride (60 mg, 0.44 mmol) yielded the title compound (1 1 1 
mg, 59 % yield) as a white solid : 
5 HPLC/LCMS(RT):2.16min: 
MS (+ve ESI) : 475 (M+H)*. 

Example 620 - Pr eparation of Compound No. 620 in Table 16 

An analogous reaction to that described in example 610, but startmg with 3- 
amino-l,2-propanediol (40 mg, 0.44 mmol) yielded the title compound (16 mg, 9 % 

0 yield) as a vAute solid : 
HPLC/LCMS (RT) : 1.71 min : 
MS (+ve ESI) : 467 (M+H)*. 

Example 621 - Prepm -ation of Compound N«. 621 in Tahig m 

An analogous reaction to tfiat described in example 610, but starting witii 2- 

1 raethyl-l^ylamine (40 mg, 0.44 mmol) yielded tfie titie compound (78 mg, 41 % 
yield) as a \vbitc solid : 

HPLC / LCMS (RT) : 2.53 min : 
MS (+ve ESI) : 477 (M+H)*. 

Example 622 . Prepar ation of Compound No. 622 in Table 16 

An analogous reaction to tfiat described in example 610, but starting witfi 3- 
dimetiiylamino-propylamine (45 mg, 0.44 mmol) yielded tiie tide compound (14 mg, 8 
% yield) as a white solid : 
HPLC / LCMS (RT) : 1 .49 min : 
MS (4ve ESI) : 478 (M+H)*. 

Example 623 - Prepar ation of Compound No. 623 in Table 16 

An analogous reaction to that described in example 610, but starting witfi 3- 
etiioxypropyl-amine (45 mg, 0.44 mmol) yielded tiie titie compound (1 16 mg. 61 % 
yieIcQ as a white solid: 
HPLC / LCMS (RT) : 2. 16 min : 
MS (+ve ESI) : 479 (M+H)*. 
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Example 624 - Preparation of Compound No. 624 tn Table 16 

An analogous reaction to that described in example 610, but starting with 3- 
methylcyclo-hexylamine (50 mg, 0.44 mmol) yielded the tide compound (132 mg, 68 
% yield) as a white solid : 

HPLC / LCMS (RT) : 2.59 min : MS (+ve ESI) : 489 (M+H)"". 
Example 625 - Preparation of Clompound No, 625 in Table 16 

An analogous reaction to that described in example 610, but starting with 2- 
aminoindan (59 mg. 0.44 mmol) yielded the title compound (193 mg, 95 % yield) as a 
white solid : 

HPLC/LCMS (RT) : 2.53 min : MS (+ve ESI) : 509 (M+H)*. 
Example 626 ■ Preparation of Compound No. 626 In Table 16 

An analogous reaction to that described in example 610, but starting with 
cydohexenylethyl-amine (55 mg, 0.44 mmol) yielded the title compound (180 mg, 90 
% yield) as a white solid : 

HPLC / LCMS (RT) : 2.67 min : MS (+ve ESI) : 521 (M+H)^ 
Example 627 - Preparation of Compound No. 627 In Table 16 

An analogous reaction to that described in example 610, but starting with 2- 
thiophene ethylamine (56 mg, 0.44 mmol) yielded the tide compound (131 mg, 65 % 
yield) as a white solid : 

HPLC / LCMS (RT) : 2.39 min : MS (+ve ESI) : 503 (M+H)^ 
Example 6 28 - Preparation of Compound No. 628 In Table 16 

An analogous reaction to that described in example 610, but starting with 2-(2- 
aminoethyl)-l-methylpynrolidine (56 mg, 0.44 mmol) yielded the title compound (50 
mg, 25 % yield) as an off-white solid: 
HPLC/LCMS (RT) : 1.48 min : MS (+ve ESI) : 504 (M+H)*. 
Biological Data 

The compounds of the invention inhibit the serine/threonine kinase activity of the 
aurora2 idnase and thus inhibit the ceU cycle and cell proliferation. These properties 
may be assessed, for example, usmg one or more of the procedures set out below: 
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fa) In Vitro aurora?^ Unase inhibition test 

This assay detennines the abUity of a test compound to inhibit serine/threonine 
kinase activity. DNA encoding aurora2 may be obtained by total gene synthesis or by 
cloning. This DNA may then be expressed in a suitable expression system to obtain 
polypeptide with serine/threonine kinase acUvity. Li the case of aurora2, the coding 
sequence was isolated from cDNA by polymerase chain reaction (PGR) and cloned 
into the BamHl and Notl restriction endonuclease sites of the baculovirus expression 
vector pFastBac HTc (GibcoBRiyUfe technologies). The 5' PGR primer contained a 
recognition sequence for the restriction endonuclease BamHl 5' to the aurota2 coding 
sequence. This aUowed the insertion of the aurora2 gene in frame with the 6 histidine 
residues, spacer region and rTEV protease cleavage site encoded by the pFastBac HTc 
vector. The 3' PGR primer replaced the aurora2 stop codon with additional coding 
sequence followed by a stop codon and a recognition sequence for die restriction 
endonuclease Notl . This additional coding sequencers* TAG CGA TAG GAT GTT 
GGA GAT TAG GCT TCT TAA 3' ) encoded for tfic polypeptide sequence 
YPYDVPDYAS. This sequence, derived from tiie influenza hemagglutin protein, is 
frequentiy used as a tag epitope sequence tfiat can be identified using specific 
monoclonal antibodies. The recombinant pFasdSac vector Uierefore encoded for an 
N-terminally 6 his tagged, C tcmrinally influenza hemagglutin epitope tagged auiora2 
protein. Details of tfie methods for tfie assembly of recombinant DNA molecules can 
be found in standard texts, for example Sambrook ct al. 1989, Molecular Cloning - A 
Laboratory Manual, 2"* Edition, Cold Spring Harbor Laboratory press and Ausubel et 
al. 1999, Current Protocols in Molecular Biology. John WUey and Sons Inc. 

Production of recombinant virus can be performedfoUowing manufacturer's 
protocol from GibcoBRL. Briefly, die pFastBac-1 vector carrying tiie aurora2 gene 
was transformed into E. coU DHlOBac ceUs containing tiie baculovirus genome 
(bacmid DNA) and via a transposition event in tiie cells, a region of die pFastBac 
vector containing gentamycin reslstaoce gene and die aurora2 gene including tfie 
baculovirus polyhedrin promoter was transposed directiy into tiie bacmid DNA. By 
selection on gentamycin, kanamycin, tetracycline and X-gal, resultant white colonies 
should contain recombinant bacmid DNA encoding aurora2. Bacmid DNA was 
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extracted from a small scale culture of several BHiOBac white colonies and 
transfected into Spodoptera fhigiperda Sf21 cells grown in TClOO medium 
(GibcoBRL) containing 10% senim using CellFECTIN reagent (GibcoBRL) foUowing 
manufacturer's instructions. Virus particles were harvested by collecting cell culture 
5 medium 72 hrs post tiansfecUon. 0.5 mis of medium was used to infect 100 ml 
suspension culture of Sf21s containing 1 x lO' cells/ml. Cell culture medium was 
harvested 48 hrs post infection and virus titre determined using a standard plaque assay 
procedure. Virus stocks were used to infect Sf9 and "High 5" cells at a multipUcity of 
infection (MOI) of 3 to ascertain expression of recombinant aurora2 protein. 

For the large scale expression of aurora2 kinase activity, Sf21 insect cells were 
grown at 28*C in TClOO medium supplemented with 10% foetal calf serum (Viralex) 
and 0.2% F68 Pluronic (Sigma) on a Wheaton roller rig at 3 r.p.m. When the ceU 
density reached 1.2x10* cells ml ' Uiey were infected with plaque-pure aurora2 
recombinant virus at a multiplicity of infection of 1 and harvested 48 hours later. All 
subsequent purification steps were performed at 4»C. Frozen insect ceU peUets 
containing a total of 2.0 x lO' cells were tiiawed and diluted with lysis buffer (25 mM 
HEPES (N-[2-hydroxyethylJpiperazine-N*-[2-eUianesulphonic acid]) pH7.4 at4«C . 
100 mM KCl. 25 mM NaF. I mM Na3V04. 1 mM PMSF (phenyhnethylsulphonyl 
fluoride). 2 mM 2-mercaptoethanol. 2 mM imidazole. 1 ng/ml aproUnin, I jig/ml 
pepstatin. 1 pg/ml leupeptin), using 1.0 ml per 3 x lO' cells. Lysis was achieved using 
a dounce homogeniser, following which die lysate was centrifuged at 41.000; for 35 
minutes. Aspuated supernatant was pamped onto a 5 mm dianneler chromatography 
column containing 500 |il Ni NTA (nitrilo-tri-acetic acid) agarose ((^iagen. product no. 
30250) which had been equiUbrated in lysis buffer. A baseline ievel of UV absorbance 
for the eluent was reached after washing the column witfi 12 ml of lysis buffer 
followed by 7 ml of wash buffer (25 mM HEPES pH7.4 at 4«C , 100 mM KQ, 20 mM 
inudazole, 2 mM 2-mercaptoethanol). Bound aurora2 protein was eluted fiom die 
column using elution buffer (25 mM HEPES pH7.4 at 4«C , 100 mM KCl. 400 mM 
imidazole. 2 mM 2-mercaptoetfianol). An elution fraction (2.5 ml) corresponding to 
the peak in UV absorbance was collected. The elution fraction, containing active 
aurora2 kinase, was dialysed exhaustively against dialysis buffer (25 mM HEPES 
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pH7.4 at 4''C . 45% glycerol (v/v). 100 mM KQ. 0.25% Nonidet P40 (v/v), 1 mM 
dithlothreitol). 

Each new batch of auiora2 enzyme was titrated in the assay by dilution with 
enzyme diluent (25niM Tris-HQ pH7.5. 12.5mM KCI. 0.6mM DTT). For a typical 
5 batch, stock enzyme is dUuted 1 in 666 with enzyme diluent & 20jU of dilute enzyme 
is used for each assay well. Test compounds (at lOmM in dimethylsulphoxide 
(DMSO)) were diluted with water & lOfil of diluted compound was transferred to 
wells in the assay plates. 'Total" & "blank" control wells contained 2.5% DMSO 
instead of compound. Twenty microlitres of freshly diluted enzyme was added to aU 
10 wells, apart from "blank" wells. Twenty microlitres of enzyme diluent was added to 
"blanr wells. Twenty microlitres of reaction mix (25niM Tris-HQ. 78.4mM KCI. 
2.5mM NaF. 0.6mM dithiothreitol. 6.25mM MnQj. 6.25mM ATP. 7.5|iM pepUde 
substrate [biotin-LRRWSLGLRRWSLGLRRWSLGLRRWSLG]) containing 0.2nCi 
[y^JATP (Amersham Pharmacia, specific activity >2500Ci/mmoI) was then added to 
15 aU test wells to start die reaction. The plates were incubated at room temperature for 
60 minutes. To stop the reaction lOOpl 20% v/v orthophosphoric acid was added to all 
wells. The peptide substrate was captured on positively-charged nitrocellulose P30 
filtermat (Whatman) using a 96-well plate harvester (TomTek) & then assayed for 
incorporation of ^'P with a Beta plate counter. "Blank" (no enzyme) and "total" (no 
20 compound) control values were used to determine the dUution range of test compound 
which gave 50% Inhibition of enzyme activity. 

In tiiis test, compound 1 in Table 1 gave gave 50% inhibition of enzyme 
activity at a concentration of 0.374 pM and compound 101 in Table 4 gave 50% 
inhibition of enzyme activity at a concentration of 0.0193nM. In tfiis test, compound 
25 557 in Table 16 gave 50% inhibition of enzyme activity at a concentration of 
0.519mm. 

(b) In Vitro cell proliferation axMy 

These and otiier assays can be used to deteraiine die abUity of a test compound to 
inhibit the growtii of adherent mammalian ceU lines, for example the human tumour 
30 cell line MCF7. 
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Msayl : MCF-7 (ATCC HTB-22) or other adherent cells were typically seeded at 1 x 
lO* cells per well (excluding the peripheral wells) in DMEM (Sigma Aldrich) without 
phenol red. plus 10% foetal calf senim, 1% L-glutamine and 1% 
penicillin/streptomycin in 96 weU Ussue culture treated clear plates (Costar). The 
foUowing day (day 1). the media was removed from a no treatment control plate and 
the plate stored at -SO'C. The remaining plates were dosed with compound (diluted 
from lOmM stock in DMSO using DMEM (without phenol red, 10% FCS. 1% 
glutamine, 1% penicillin/streptomycin). Untreated control wells were included on each 
plate. After 3 days in the presence /absence ofcompound(day4)themediawas 
removed and the plates stored at -80<»C Twenty four hours later the plates were 
thawed at room temperature and cell density determined using the CyQUANT cell 
proliferation assay kit (c-7026/c-7027 Molecular Probes Inc.) according to 
manufacturers directions. Briefly. 200nl of a cell lysis / dye mixture (10|il of 20X cell 
lysis buffer B. 190»il of sterile water, 0.25nl of CYQUANT GR dye) was added to 
each well and the plates incubated at room tenaperature for 5 minutes in the dark. The 
fluorescence of the weUs was then measured using a fluorescence microplate reader 
(gain 70. 2 reads per weU, 1 cycle with excitation 485nm and emission 530nm using a 
CytoFluor plate reader (PerSeptive Biosystems Inc.)). The values from day 1 and day 4 
(compound treated) together with the values from the untreated ceUs were used to 
determine the dUution range of a test compound that gave 50% inhibition of ceU 
proUferation. Compound no.l in Table 1 was effective in tiiis test at S.OSjiM and 
compound no.l01 in Table 4 was eflective in diis test at LOejiM. Compound 557 in 
Table 16 was effective in this test at 1.57pM. These values could also be used to 
calculate the dUutibn range of a test compound at which die ceU density dropped below 
die day 1 control value. This indicates the cytotoxicity of Uie compound. 
^ssaiyl :This assay determines the ability of at test compound to inhibit die 
incoiporation of tfie thymidine analogue. 5'-bromo-2'-deoxy-uridine (BrdU) into 
ceUular DNA. MCF-7 or otfier adherent ceUs were typically seeded at 0.8x10" cells 
per well in DMEM (Sigma Aldrich) witiiout phenol red. plus 10% foetal calf serum. 
1% L-glutamine and 1% penicillin/streptomycin (50fU / well) in 96 well tissue ciilture 
treated 96 well plates CCostar) and allowed to adhere overnight The following day die 
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cells were dosed with compound (diluted from lOmM stock in DMSO using DMEM 
(without phenol red. 10% FCS« 1% L-glutamine» 1% penicillin/streptomycin). 
Untreated control wells and wells containing a compound known to give 100% 
inhibition of BidU incorporation were included on each plate. After 48 hours in the 
5 presence / absence of test compound the ability of the cells to incorporate BrdU over a 
2 hour labelling period was determined using a Boehringer (Roche) Cell Proliferation 
BrdU ELISA kit (cat. No. 1 647 229) according to manufacturers directions. Briefly, 
15fU of BrdU labelling reagent (diluted 1:100 in media - DMEM no phenol red, 10% 
PCS, 1% L-glutamine, 1% penicillin/sUreptomycin) was added to each well and the 
10 plate returned to a humidified (+5% COj) 37^C incubator for 2 hours. After 2 houis the 
labelling reagent was removed by decanting and tapping the plate on a paper towel. 
FixDenat solution (SOjil per well) was added and the plates incubated at room 
temperature for 4Sniins with shaking. The FixDenat solution was removed by 
decanting and tapping the inverted plate on a paper towel. The plate was then washed 
IS once with phosphate buffered saline (PBS) and lOOfid /well of Antj-BrdU-POD 

antibody solution (diluted 1:100 in antibody dilution buffer) added. The plate was then 
incubated at room temperature with shaking for 90min. Unbound Anti-BrdU-POD 
antibody was renioved by decanting and washing the plate 5 times with PBS before 
being blotted dry. TMB substrate solution was added (100|il/well) and incubated for 
20 approximately 10 minutes at room temperature with shaking until a colour change was 
apparent. The optical density of the wells was then determined at 690nm wavelength 
using a Titertek Muitiscan plate reader. The values from compound treated, untreated 
and 100% inhibition controls were used to determine the dilution range of a test 
compound that gave S0% inhibition of BrdU incorporation. Compound 1 in Table 1 
25 was effective in this test at 1 .245 |iM and Compound 101 in Table 4 was effective in at 
from0.1S9-0.209MM 
(c )In Vitro cell cycle analysis assav 

This assay determines the ability of a test compound to anest ceUs in specific 
phases of the cell cycle. Many different mammalian cell lines could be used in this 
30 assay and MCF7 cells are included here as an example. MCF-7 cells were seeded at 3 
X 10^ ceUs per T25 flask (Costar) in 5 ml DMEM (no phenol red 10% FCS, 1% 
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L-glutamine 1% penicillin / streptomycin). Flasks were then incubated overnight in a 
humidified 37®C incubator with 5% COj. The following day Iml of DMEM (no 
phenol led 10% FCS, 1% L-glutamine 1% penicillin / streptomycin) carrying the 
appropriate concentration of test compound solubilised in DMSO was added to the 
5 flask . A no compound control treatments was also included (0.5% DMSO). The cells 
were then incubated for a defmed time (usually 24 hours) with compound. After this 
time the media was aspirated from the cells and they were washed with 5ml of 
prewarmed (37^C) sterile PBSA. then detached from the flask by brief incubation with 
trypsin and followed by resuspension in 10ml of 1% Bovine Serum Albumin (BSA, 
10 Sigma-Aldrich Cd.) in sterile PBSA. The samples were then centrifiiged at 2200rpm 
for 10 min. Hie supernatant was aspirated and the cell pellet was resuspended in 200{il 
of 0.1% (w/v) Tris sodium citrate, 0.0564% (w/v) NaCl, 0.03% (v/v) Nonidet NP40. 
[pH 7.6]. Propridium Iodide (Sigma Aldrich Co.) was added to 40|ig/ml and RNAasc 
A (Sigma Aldrich Co.) to lOO^g^ml. The cells were then incubated at 37®C for 30 

15 minutes. The samples were centrifiiged at 2200rpm for 10 min, die supernatant 
removed and the remaining pellet (nuclei) resuspended in 200pl of sterile PBSA. Each 
sample was then syringed 10 times using 21 gauge needle. The samples were then 
transferred to LPS tubes and DNA content per cell analysed by Fluorescence activated 
cell sorting (FACS) using a FACScan flow cytometer (Becton Dickinson). Typically 

20 25000 events were counted and recorded using CellQuest vl.l software (Verity 
Software). Cell cycle distribution of the population was calculated using Modfit 
software (Verity Software) and expressed as percentage of cells in G0/G1» S and G2/M 
phases of the ceU cycle.Treating MCF7 cells with 25|iM Compound 1 in table 1 or 
2.12)iM of Compound 101 in Table 4 for 24 hours produced the following changes in 

25 cell cycle distribution: 



Tieatment 


%CeUsinGl 


% Cells in S 


% Cells in G2/M 


DMSO (control - Comp 1) 


49.9 


39.2 


10.9 


25(iM Compound 1 


25.82 


17.71 


56.47 


DMSO (control -ComplOl) 


57.5 


31.95 


10.55 


2.12nM Compound 101 


19.69 


12.4 


68.21 
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Claims 

The use of a compound of fotmula (I) 




(0 

or a salt, ester, amide or prodrug thereof 

where X is O, or S. S(0) or S^Oh. NH or NR« vAietc R'^ is hydrogen or 
Ci-ealkyl; 

R* is selected from a group NHC(0)0R', NHC(0)R', NHS(0)2R'. C(0)R', 
C(0)OR*. S(0)R». S(0)OR', S(0)20R', C(0)NR'» R« S(0)NR'»R" 
S(0)ONR'"r" 

where R', R" or R" arc independently selected from hydrogen, optionally 
subsitituted hydrocarbyl and optionally substituted heterocyclyl and R'" and 
R' ' together with the nitrogen atom to which they are attached may 
additionally form an optionally substituted heterocyclic ring which optionaUy 
contains further heteroatoms; 

R' is hydrogen, optionally substituted hydrocarbyl or optionally substituted 
heterocyclyl; 

R andR are independentfy selected from hydrogen, hate.CMalkyl. Cm 
alkoxy, CMalkoxymethyl. di(Ci-,alkoxy)methyl, CMalkanoyl. 
trifluoromethyl, cyano, anuno, C2.salkenyl, C2.$alkynyl, a phenyl group, a 
benzyl group or a 5-6-membered heterocyclic group with 1-3 heteroatoms, 
selected independently from O, S and N, which heterocyclic group may be 
aromatic or non-aromatic and may be saturated (linked via a ring caifaon or 
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nitrogen atom) or unsaturated (linked via a ring carbon atom), and vAdch 
phenyl, ben:^l or heterocyclic group may bear on one or more ring carbon 
. atoms up to S substituents selected from hydroxy, halogeno, Cioalkyl, 
Ci.aaUcoxy, Ci^jalkanoyloxy, trifluoromethyl, cyano, amino, nitro, 
Cz^alkanoyl, CMalkanoylamino, CMalkoxycarbonyl, CMalkylsulphanyl, 
CMalkylsulphinyl, CMalkylsulphonyl, carbamoyl, N*CMalkylcarbamoyl, 
htN-di(CMaIkyl)carbamoyl, aminosulphonyl, N-CMalkylaminosulphonyl. 
N,N-di(CMalkyl)aminosulphonyl, CMalkylsulphonylamino, and a saturated 
heterocyclic group selected from moipholino, thiomoipholino, pyrrolidinyl, 
piperazinyl, piperidinyl imidazolidinyl and pyiazolidinyl, which saturated 
heterocyclic group may bear 1 or 2 substituents selected from oxo, hydroxy, 
halogeno, Ci^alkyl, Cioalkoxy, Cioalkanoyloxy, trifluoromethyl, cyano, 
amino, nitro and Ci^alkoxycarbonyl, and 

R^ R^, R^ are independently selected from halogeno, cyano, nitro, 
Ci-aalkylsuiphanyl, -N(0H)R"- (wherein R'^ is hydrogen, or Ci.salkyl), or 
R^^'- (wherein X' represents a direct bond, -0-, -CHr^ -OCO-, carbonyl, 
^O-, ^Or, -NR**CO.. -CONR'*-, -SQzNR'S -NR^^SOr or -NR". 
(wherein R"^ R" and R" each independently represents hydrogen, Ci.aalkyI 
orC|.3alkoxyC2.3alkyl),andR'Ms hydrogen, optionally substituted 
hydrocarbyl, optionally substituted heterocyclyl or optionally substituted 
alkoxy; 

in the preparation of a medicament for use in the inhibtion of aurora 2 kinase. 

The use according to claim 1 wherein in the compound of formula (I), at least 
one group R', R^ r\ R^ is a group R"^"- and R'^ is hydrogen, an optionally 
substituted hydrocarbyl group selected from alkyi, alkenyl, alkynyl, aryl, 
aralkyl, cycloalkyi, cycloalkenyl or cycloalkynyl, or combinations thereof; or 
an optionally substituted hetero(^clyl group of from 4 to 20 ring atoms, at 
least one of which is a heteroatom such as oxygen, sulphur or nitrogen and 
•where the optional substituents comprise at least one frmctional group selected 
from nitro, cyano, halo, oxo, =CR^*R^, C(0)kR^, OR^, S(0)yR^, NR^^R^, 
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10 



IS 



4. 



20 



25 



30 



C(0)NR'«R» OC(0)NR"R'», =N0R'', -NR^qOXR", -NR^CONR^R". 
-N^CR^R". S(Oy^'»R'»or.NR"S(0),R'« where R'^.R" and R" are ' 
independently selected from hydrogen, optionally substituted hydrocarbyl, 
optionally substituted hetercyclyl or optionally substituted alkoxy, or R'' and 
R" together form an optionally substituted ring which optionally contains 
fiirther heteroatoms such as oxygen, nitrogen, S. S(0) or S(0)2, where x is an 
integer of 1 or 2, y is 0 or an bteger of 1-3. 

The use according to claim 2 where hydrocarbyl. hetcrocyclyl or alkoxy 
groups R'^, R'» and R^' as well as rings formed by R'" and R" aro optionally 
substituted by halo, peihaloalkyl, mereapto, alkylthio. hydroxy, caiboxy, 
alkoxy, heteroaiyl. heteroaiyloxy, cycloalkyl, cycloalkcnyl, cycloalkynyl, 
alkenyloxy. alkynyloxy. alkoxyalkoxy. aryloxy (where the aiyl group may be 
substituted by halo, nitro. or hydroxy), cyano, nitro, amino, mono- or di-alkyl 
ammo, oximino or S(0\R^ where y is as defined above and R"" is a alkyl. 

The use according to any one of tiie preceding claims wherein in tiie 
compound of formula (I) at least one group R«, R\ r' or R" is a group X'R" 
and R" is selected from one of the following twenty-two groups: 

1) hydrogen or Cjalkyl which may be unsubstituted or which may be 
substituted wid» one or more functional groups; 

2) -R"X^C(0)R" (wherein represents -O- or -NR^®- (in which R^" 
represents hydrogen, or alkyl optionally substituted wiUi a fiinctional group) 
and R" represents Cwalkyl, -NR^R" or -OR^ (wherein R^', R» and R» 
which may be the same or different each represents hydrogen, or alkyl 
optionally substituted with a functional group); 

3) -RbC^R" (wherein X' represents -0-. -C(0)-. -S-, -SO-. -SQz-. -OC(OK 
-NR"C(OX-. -C(0)NR^ .SO2NR"-. .NR"S02- or -NR». (wherein R^. ' 
R ,R .R" and R** each independentiy represents hydrogen, or alkyl 
optionally substihited witii a functional group and s is 1 or 2) and R^^ 
represents hydrogen, hydrocarbyl (as defined herein) or a satiuated 
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heterocyclic group, wherein the hydrocarbyl or heterocyclic groups may be 
optionally substituted by one or more functional groups and the heterocyclic 
groups may additionally be substituted by a hydrocarbyl group; 
4) -R«X^R«- X*R'» (wherein and X* which may be the same or different are 
5 each -0-, -aoy, -S-. -SO-, -SO2-, -0C(0)-. -NR^'CCO),-, .C(0)«NR'\ 

-SO2NR"-. -NR^SOr or -NR« (wherein R", R» R» R^^ and R« each 
independenUy represents hydrogen or alky! optionaUy substituted by a 
fimctional group and s is I or 2) and represents hydrogen, or alkyl 
optionally substituted by a functional group; 
10 5) R^ wherein R^* is a C« cycloalkyi or saturated heterocyclic ring (linked 

via carbon or nitrogen), which cycloalkyi or heterocyclic group may be 
substituted by one or more functional groups or by a hydrocarbyl or 
hcterocyclyl group which hydrocarbyl or heterocyclyl group may be optionally 
substituted by one or more functional groups; 
•5 6) -R^R'* (wherein R" is as defined hereinbefore); 

7) - R*R^ (wherein R" is as defined hereinbefore); 

8) -R'r3« (wherein R'*' is as defined hereinbefore); 

9) R" (wherein R" represents a pyridone group, an aryl group or an aromatic 
heterocyclic group (linked via carbon or nitrogen) with 1-3 heteioatoms 

20 selected fit,m O. N and S. which pyridone, aryl or aromatic heteixjcyclic group 

may be substituted by one or more functional groups or by a hydrocarbyl 
group optionally substituted by one or more functional groups or heterocyclyl 
groups, or by a heterocyclyl group optionaUy susbsituted by one or more 
functional groups or hydrocarbyl groups; 

25 10) -R8r" (wherein R" is as defined herembefore); 

1 1) -R'^" (wherein R" is as defined hereinbefore); 

12) -R' r" (wherein R" is as defined hereinbefore); 

13) -RJ X^'^ (wherein X* represents -0-, -S-, -SO-, -SO2-, -0C(0)-, 
-NR«C(0)-. -C(0)NR«.. -SOiNR^-, -NR^SOz- or -NR^«. (wherein R« R« 

JO R**, R-" and R*' each independenUy represents hydrogen, or alkyl optionally 

substituted with a fimctional group) and R" is as defined hereinbefore); 
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10 



15 



20 



25 



30 



14) -R'xV^ (^vfaetein lepresents -C(OK -S-, -Sa, -SO2-. -0C(0)-, 
-NR^'CXOK -C(0)NR^ -SOzNR*'.. .NR^^SOj- or -NR^'. (wherein R« R^«. 
R*', R** and R" each independently represents hydrogen, or alkyl optionally 
substituted with a functional group) and R" is as defined hereinbefore); 

15) .R"^'r" (wherein X» represents -0-, -C(0)-. -S-. -SO-. -SO2-, -0C(0)., 
-NR«C(OK -C(0)NR«-. -SOzNR*^.. -NR^SO^- or -NR^. (wherein R« R» 
R", R" and R** each independenUy represents hydrogen, hydrogen, or all^l 
optionally substituted with a functional group) and R" is as defined 
hereinbefore); 

16) -R" xVr" (wherein X* represents ^, -C(OK -S-. -SO-. -SQ2-. 
-OC(OK -NR"C(OK -C(0)NR«.. -SQiNR" . -NR^SOr or -NR"- 
(wherein R". R« R« r« and R« each independenUy represents hydn^gen. 
hydrogen, or alkyl optionally substituted with a functional group) and R" is as 
defined hereinbefore): 

17) -RP X«.RP r3« (wherein X* and R^* are as defined hereinbefore); 

18) Cj^alkenyl which may be unsubstituted or which may be substituted with 
one or more functional groups; 

19) Cwalkynyl which may be unsubstituted or which may be substituted with 
one or more functional groups; 

20) -R Wr^* (wherein X' and R^* are as defined hereinbefore); 

21) -R" X'r" r3« (wherein X» and R^ are as defined hereinbefore); and 

22) - R* R®(R**),(X^,R''(wherein X* is as defined hereinbefore, q is 0 or 1, r 
is 0 or 1, and R« is a Cjalkylene group or a cycHc group selected fiom 
divalent Qrcloalkyl or heterocyclic group. whichCujalkylene group may be 
substituted by one or more fimctional groups and which cyclic group may be 
substituted by one or more functional groups or by a hydrocarbyl group 
optionally substituted by one or more functional groups or heterocyclyl 
groups, or by a heterocyclyl group optionally subsituted by one or more 
functional groups or hydrocarbyl groups; and R" is hydrogen. Cjalkyl. or a 
cyclic group selected fiom cycloalkyl or heterocyclic group, which Cjalkyl 
group may be substituted by one or more functional groups and which cyclic 
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group may be substituted by one or mote may be substituted by one or more 
functional groups or by a hydrocarbyl group optionally substituted by one or 
more functional groups or heteiocyclyl groups, or by a heterocyclyl group 
optionally substituted by one or more functional groups or hydiocarbyl 
groups; 

and wherein R«, R^ . R*. rC. r-, r8 rJ^ rh^ r,- rp ^p,^ ^ ^ 

independently selected from C.^alkylene groups optionally substitued by one 
or more substituents functional groups, 

R' R\ R" and R' are independendy selected from Cj^alkenylene groups 
optionally substituted by one or more functional groups, and 
R', K R"- and R" are independenUy selected from Cj^alkynylene groups 
optionaUy substituted by one or more functional groups. 

The use according to claim 4 wherein in tiie compound of fonnula (I) at least 
one group R', R^ R^ or R^s a group X'r" and R'^ is selected from one of die 
following twenty-two groups: 

1) hydrogen or C.jalkyI which may be unsubstituted or which may be 
substituted with one or more groups selected from hydroxy, oxiranyl, fluoro. 
chloro. bromo and amino (including C^alkyl and trifluoromethyl); 

2) -R-x2C(0)R" (wherein represents -O- or -NR^". (in which R^ represents 
hydrogen, Cjalkyl or CjalkoxyCwalkyl) and R'» represents C,-,aIkyl, 
-NR^'R^ or -OR^ (wherein R^'. R» and R« which may be tiie same or 
different each represents hydrogen, Cjalkyl. hydroxyCjalkyl or 
Ci.3alkoxyC2.3alkyl)); 

3) -R'^^R^* (wherein represents -0-, .C(OK -S-, -SO-, -SO2-, -OC(OK 
-NR«C(0).., -NR«C(0)NR^*.. .C(0)NR^ -S(?,NR"., -NR»S(V or 
(Wherein R«, R« r". r« and R» each independently represents hydrogen, 
Cioalkyl, hydroxyCjalkyl or CjalkoxyCj-jalkyl and s is 1 or 2) and R^^ 
represents hydrogen, C.^salkyl. Cz^^alkenyl, or a cyclic groups selected from 
cyclopropyl, cyclobutyl, cyclopentyl. cyclohexyl, phenyl or a 5-6.membered 
saturated heterocyclic group wiUi 1-2 heteroatoms. selected independenUy from 
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O, S and N, which C|.6alkyl group may bear 1 , 2 or 3 substituents selected fiom 
0X0, hydroxy, halogeno, cyclopiopyl, amino, Ci^alkylamino, 
di-CMalkylamino, CMalkjdthio. CMalkoxy and which cyclic group may bear 1 
or 2 substituents selected fiom oxo, hydroxy, halogeno, cyano, CMCyanoalkyI, 
CMalkyl, Ci^ydroxyalkyl, CMalkoxy, CMaikoxyCMalkyl, 
CMalkylsulphonylCMalkyl, CMalkoxycarbonyl, CMaminoalkyI, 
CMalkylamino, di(CMaIkyl)amino, CMalkyiaminoCMalkyI, 
di(CMaIkyl)aminoCMaIkyl, CMaikanoyl, CMalkylaminoCi-^alkoxy, 
di(CMaIkyI)aminoCMalkoxy and a group -(-0-)i(R''*)gP (wherein f is 0 or 1, g 
is 0 or 1 and ring D is a Cj^ycloalkyl group, an aryl or a 5-6-membered 
saturated or unsaturated heterocyclic group with 1-2 heteroatoms, selected 
independently finom O, S and N, which cyclic group nuy bear one or more 
substituents selected from halo or CMalkyl)^ 

4) -R'X*R"''X*R^ (wherein X* and X* which may be the same or different are 
each -O-. -aO): -S-, -SO-, -SO2-, -NR"C(0),-, -C(0)m\ .S02NR'\ 
-NR^SOr or -NR^*- (wherein R". R^. R", and R» each independently 
represents hydrogen. Cwalkyl, hydroxyCjalkyl or Ci.aalkoxyCz-jalkyl and s is 
1 or 2) and R^" represents hydrogen, CMalkyl, hydroxyCijalkyl or 
Ci.salkoxyCzoalkyl); 

5) R'^ (wherein R^' is a 4-6-membered cycloalM or saturated heterocyclic ring 
(linked via carbon or nitrogen) with 1-2 heteroatoms, selected independendy 
from O, S and N, which i^doalkyl or heterocyclic group may bear 1 or 2 
substituents selected fiom 0x0, hydroxy, halogeno, cyano, C^alk^, 
hydroxyCi^alkyl, cyanoC|-«alkyl,<yclopropyl, CMalkylsulphonylCMalkyl, 
CMalkoxycarbonyl, caiboxamido, Ci.4aminoalkyl, C|.4alkyIamino, 
di(CMalkyl)amino. CMalkylaminoCMalkyl, Ci.4alkanoyI, 
di(CMaIkyl)aminoCMaIkyl, CMalkylaminoCMalkoxy, 
di(CMalkyl)aminoCMalkoxynitro, amino, CMalkoxy, C|-|hydroxyalkoxy, 
caiboxy. trifluoromethyl. -C(0)NR"R^', -NR''<>C(0)R^' (wherein R", R», 
R'*' and R**, which may be the same or different, each represents hydrogen, 
CMalkyl, hydroxyCMalkyl or C|.3alkoxyC2.3alkyl) and a group 
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-(-0-MCMalkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a <yclic 
group selected fiom CMcycIoall^l, aiyl or S-6-membered saturated or 
unsaturated hetenx^lic group with 1-2 heteroatoms, selected independently 
fiom O, S and N, which <7cHc group may bear one or more substituents 
5 selected fix>m halo and CMalkyl); 

6) -R^R'* (herein R'* is as defined hereinbefore); 

7) - R*R^* (wherein R^' is as defined hereinbefore); 

8) -R^R'* (wherein r'* is as defined hereinbefore); 

9) R" (wherein R'^ represents a pyridone group, a phenyl gioup or a 

10 S-6-membered aromatic heterocyclic group (linked via carbon or nitrogen) with 

1-3 hetooatoms selected fiom O, N and S, M*ich pyridone, phen^ or aromatic 
heterocyclic group may cany up to 5 substituents selected fix)m hydro]^. nitro, 
halogeno, amino, C|.4alkyl, Cwalkoxy, Ci-ihydroxyalkyl, C|.4aminoalkyl, 
CMallgrlamino, Ci^ydroxyalkoxy, oxo, cyanoCMall^l, cyclopropyl, 
15 CMalkyIsuIphoiiylCMalkyl,C|^koxycarbonyl, di(C|.4alkyl)amino, 

CMalkylaminoCMalkyI, CMalkanoyl, di(C|^alkyl)aminoCi^alkyl, 
CMallgrlaminoCMalkoxy, di(CMalkyl)aminoCMaIkoxy, carboxy, 
carboxamido. trifluoromethyl. cyano, -C(0)NR^R^', -NR'^C(0)R'*' (wherein 
R'', R'', R^° and R^', which may be the same or different, each represents 

20 hydrogen, Cwalkyl, hydroxyCMalkyl or C|.3aIkoxyC2.3alkyl) and a group 

-(-0-)f(CMalkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a <^clic 
group selected fiom Ca^cydoalkyl, aryl or S-6-membered saturated or 
unsaturated heterocyclic group with 1-2 heteroatoms, selected independently 
from O, S and N, v^ch cyclic group may bear one or more substituents 

25 selected fiom halo and CMallg^l); 

10) -R«R'' (wherein R" is as defined hereinbefore): 

1 1) -R''R" (wherein R" is as defined hereinbefore); 

12) -R' R" (wherein R'^ is as defined hereinbefore); 

13) -R^ X^" (wherein X* represents -0-, -QPh -S-, -SO-, -SO2-. -0C(0)-. 
30 .NR«C(0>, .C(0)NR*'., .S(hm\ .NR«S02- or-NR^«- (wherein K'\ R« 
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R^, R*' and R** each independently represents hydrogen, Ci.salkyl, 
hydroxyCi.jalkyl or Ci.jalkoxyCioalkyl) and R" is as defined hereinbefore); 

14) -R'x'r" (wherein represents -0-, -C(OK -S-, -SO-, -SO2-, 
-NR^'C(0)-. -C(0)NR*'-, -SO2NR''-, -NR«>S02. or -NR*'- (wherein R"', R« 

5 R*', R*® and R* ' each independently represents hydrogen, Ci.jall^l, 

hydroxyCioalkyI or CioalkoxyCaoalkyl) and R^' is as defined hereinbefore); 

1 5) -R-^Or" (wherein X» represents -0-. -C(OK -S-. -SO-, -SQ2-. 
.NR«C(0)-, -C(0)NR«., -SOjNR"., -NR^SOr or .NR»«. (wherein R« R«. 
R*^, R^* and R^ each uidependently represents hydrogen, Ci.salkyl, 

10 hydroxyCwalkyl or CioalkoxyCi-aalkyl) and R" is as defined hereinbefore); 

16) -R" X^"'r" (whoein X* represents -O-, -(XOK -S-, -SO-, -SO2-, 
-NR"C(OK -C(0)NR"-, -SO2NR*'-. -NR^SOi- or -NR«'- (wherein R", R", 
R**, R" and r" each independently represents hydrogen, Cualkyl, 
hydroxyCijalkyl or Ci-aalkoxyCj.aalkyl) and R^' is as defined hereinbefore); 

15 17) -R" X'-RP R^ (wherein X» and R" are as defined hereinbefore); 

18) C2.$alkeny] which may be unsubstituted or which may be substituted with 
one or more groups selected fiom hydroxy, fluoro, amino, CMalkylamino, 
carboxy (and particularly alkyl esters thereof,) EN-di(CMalkyl)amino, 
aminosulphonyl, N-CMalky!aminosulphonyl and 

20 iLN-di(CMaIl^l)aniinosulphonyl; 

1 9) C2.5alkynyl which may be unsubstituted or v^idi may be substituted with 
one or more groups selected fiom hydroxy, fluoro, amino, Cwalkylamino, 
H>H-di(CMaIl7l)amino, aminosulfdionyl, N-C|^alkylamuiosulphonyI and 
£j^-di(CMaUgrl)aminosuIphonyl; 

25 20) -R'X'R' R'' (wherein X* and R'« are as defined hereinbefore); 

21) -R" X* R"'r^ (wherein X* and R'' are as defined herembefore); and 

22) - R* R«(R**),(X%R«(wherein X» is as defined hereinbefore, q is 0 or 1, r 
is 0 or 1, and r" is a Ci.jalkylene group or a cyclic group selected from 
cyclopropylene, cyclobutylene, cyclopentylene, cyclohexylene or a 

10 5-6-membered saturated heterocyclic group with 1-2 heteroatoms, selected 

independently from O, S and N, which Ci^alkylene group may bear 1 or 2 
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substituents selected fix)m oxo, hydroxy, halogeno and CMalkoxy and v^ch 
cyclic group may bear 1 or 2 substituents selected from oxo, hydroxy, 
halogmo, cyano, CMcyanoalM. CMalkyi, Ci^ydroxyalkyi, Ci^alkoxy, 
CMalkoxyCMalkyl, Ci^alkylsulphonylCMalkyl, CMalkoxycarbonyl, 
5 CMaminoalkyU CMaikylamino, di(CMalkyl)amino, CMalkylaminoCMalkyl, 

di(CMa]kyl)aminoCMalkyl»CMalkylaminoCMalkoxy, 
di(CMallqr|)aminoCi-4alkoxy and a group -(-0-)KCMalkyI)gringD (wherein f is 
0 or 1, g is 0 or 1 and ring D is a cyclic group selected from Ca^cycloaikyl, aiyl 
or S-6-membered saturated or unsaturated heterocyclic group with 1-2 
10 heteroatoms, selected independently from O, S and which cyclic group may 

bear one or more substituents selected from halo and CMalkyl);and is 
hydrogen, Ci-salkyl, or a cyclic group selected from qrclopropyl, cyclobutyl, 
cyciopentyl, cyclohexyl and a S-6-membered saturated or unsaturated 
heterocyclic group with 1-2 heteroatoms, selected independently from O, S and 
IS N, which C|.3alkyl group may bear 1 or 2 substituents selected from oxo, 

hydroxy, halogeno, CMalkoxy and which cyclic group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno, cyano, CMcyanoalkyl, 
CMaikyl, Ci^ydroxyalkyl, CMalkoxy, CMalkoxyCMalkyl, 
CMalkylsulphonylCMalkyl, CMalkoxycarbonyl, CMaminoalkyi, 
20 CMaikylamino, di(CMaIkyl)amino, CMalkylaminoCMalkyl, 

di(CMalkyl)aminoCMalkylf CMalkylaminoCMalkoxy, 
di(CMalkyl)aminoCMalkoxy and a group -(-0-)<(CMalkyl)gringD (wherein f is 
0 or 1, g is 0 or 1 and ring D is a cyclic group selected from Ca^cydoalkyl, ajyl 
or S-6-membered saturated or unsaturated heterocyclic group with 1*2 
25 heteroatoms, selected independently from O, S and N, which cyclic group may 

bear one or more substituents selected from halo and CMalkyI); 
and wherein R", R^ R^ R^ R^ R^ R» R\ R", R"' R^ V}\ R"\ R^ and R^' 
are independently selected from Ci^alkylene groups optionally substitued by 
one or more substituents selected from hydroxy, halogeno, amino. 
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R* R^ and R' are independently selected from Cj^alkenylene groups 
optionally substituted by one or more substituents selected from hydroxy, 
halogeno, amino, and R' may additionally be a bond; 
R'.R'.R^andR" are independently selected from Ci-salkynylene groups 
optionally substituted by one or more substituents selected from hydroxy, 
halogeno, amino. 

The use according to any one of the precedmg claims \s4ieiein in the compound 
of fonnula (I), R^ R\ are independently selected from, halo, cyano, 
nitro, trifluoromethyl, Ci.jalkyi, -NR"^R^^ (wherein R" and R"\ which may be 
the same or different, each represents hydrogen or Ci.aalkyi), or -X*R'^ 
(wherein represents a direct bond, -0-, -CHr, -0C0-, carbonyl, -S-, -SO-, 
-SOr, -NR»*CO-, ^ONR"., -SOzNR^^ -NR^SQz- or -NR"- (wherein R"^ 
R" and R" each independently represents hydrogen, Ci^alkyl or 
Ci-3alkoxyC2.3alkyl), and R^^ is selected from one of the following groups: 
1 •) hydrogen or Ci.salkyl which may be unsubstituted or which may be 
substituted with one or more groups selected from hydroxy, fluoro or amino; 
T) CsalkylX^COR'^ (wherein represents -O- or -NR^^- in which R^^ 
represents hydrogen, Ci.aalkyi or C,.3alkoxyC2-3alkyI) and R'^ represents 
C|.3alkyl, -NRl 2'R^ or -OR^ (wherein R^», R^ and R^^ which may be the 
same or different each represents hydrogen, C|.3alkyl or C|.3alkoxyC2.3alkyl)); 
3') Ci.salkyiX^R" (wherein X^ represents -0-, -S-, -SO-, -SO2-, -OCO-, 
-NR^CO-, ^ONR^-, -SO2NR"., -NR^«S02- or -NR^- (wherein R«. R^^ R^^ 
R^' and R^ each independently represents hydrogen, Ci.3alkyl or 
C|.3alkoxyC2oalkyl) and R^^ represents hydrogen, C|.3alkyl, cyclopentyl, 
cyclohexyl or a S-6-membered saturated heterocyclic group with 1-2 
heteroatoms, selected independently from O, S and N, which Cioalkyl group 
may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno and 
CMalkoxy and which cyclic group may bear 1 or 2 substituents selected from 
0x0, hydroxy, halogeno, CMalkyI, CMhydroxyalkyl and CMalkoxy); 
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4') C,.salkylX*C,.5aIkylX^» (wherein and X* which may be the same or 
different are each -0-, -S-, -SO-, -SO2-. -NR^'CO-, -C0NR'\ -SOzNR^^ 
-NR'^SOr or -NR^^ (wherein R". R« R^ and R" each independently 
represents hydrogen, Cioalkyl or C|.3aIkoxyCj.3alkyI) and represents 

5 hydrogen or Ci.saikyI); 

5*) (wherein R^' is a S-6-membered saturated heteroqrclic group (linked 
via carbon or nitrogen) with 1-2 heteroatoms. selected independendy fiom O. S 
and N, which heterocyclic group may bear 1 or 2 substituents selected from 
0x0. hydroxy, halogeno. Ci^alkyl, Ci^hydroxyalkyl, Ci^oxy, 

0 Ci^oxyCMalkyl and CmalkylsulphonylCi^alkyl); 

6') C|.salkylR'* (wherein R'* is as defined in (5*) above); 

7') CwalkenylR^* (wfaerem R'* is as defined in (5') above); 

8') C2.5allqmylR^ (wherein R^' is as defined in (5') above); 

9*) R^' (wherein R^' represents a pyridone group, a phenyl group or a 

5 S-6-membered aromatic hetero<grclic group (linked via carbon or nitrogen) with 

1-3 heteroatoms selected from O. N and S, which pyridone, phenyl or aromatic 
heterocycUc group may cany up to 5 subsUtuents on an available carbon atom 
selected from hydroxy, halogeno, amino, CMallgrl, CMalkoxy, 
C|-*hydroxyalkyl, CMaminoalkyl, CMalkylamino, Ci^ydroxyalkoxy, 
carboxy, trifluoromethyl, cyano, -CONR'"r" and -NR^'COR*' (Wherein R", 

R^', R^ and R^', vdiich may be the same or di£fetent, each represents 

hydrogen, CMalkyl or CwalkoxyCMalkyl)); 

10') C|.salkylR" (wherein R" is as defined in (9') above); 

1 1 ') C2.saIkenylR" (wherein R'' is as defined in (9') above); 

12') Cj-salkynylR" (wherein R^' is as defined in (9*) above); 

13') C|.saIlqrlX^'' (wherein X* represents -O-, -S-, -SO-, -SO2-, -NR^^CO-, 

-CONR«.. -SOjNR^-. -NR^^SOr or -NR^- (wherein R« R^^ R^, R« and 

R^* each independently represents hydrogen, Ci-jalkyl or CloalkoxyCj.aalkyI) 

and R^' is as defined hereinbefore); 

14') Cj.salkenylX'R" (wherein X^ represents -0-, -S-, -SO-, -SO2-, -NR*'CO-, 
-CONR*'-. -SOiNR^'-. -NR»SOr or -MR*', (wherein R^'. R«. R*', R«> and 
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R*' each independently represents hydrogen, Ci.jalkyl or C|.3alkoxyC2.3alkyl) 
and R^' is as defined in (9*) above); 

15*) C2.salkynyIX'R" (wherein represents -0-, -S-. -SO-, -SO2-. -NR^CO-, 
-CONR"., .SO2NR"., -NR"SOr or -NR^- (wherein R«, R», R« R« and 
R^ each independently represents hydrogen, Ci.jalkyI or C|.3aIkoxyC2.3allcyl) 
and R^' is as defined hereinbefore); 

16') Cioalkylx'Ci.salkylR" (wherein X* represents -0-, -S-. -SO-, -SO2-, 
-NR^'CO-. -CONR"-, -SOjNR''., -NR^SCV or -NR«- (wherein R", R« R», 
R*" and R'* each independently represents hydrogen, Cioalkyl or 
C|.3aIkoxyC2.3aIkyI) and R" is as defined hereinbefore); and 
17') C,.3aIkyIX»C,-3aIkylR'«(whercin X* and R'« are as defined in (5') above). 

The use according to any one of die preceding claims wherein in the compound 
of formula (I), R' is hydrogen and R^ is hydrogen, halo, Cm alkyl or 
CMalkoxy. 

The use according to any one of die preceding claims wherein at least one 
group R^ or R' comprises a chain of at least 3 optionally substituted carbon 
atoms or heteroatoms selected fiom oxygen, nitrogen or sulphur. 

The use according to claim S wherein said chain is substituted by a polar group 
wdiich assists solubility. 

The use according to any one of the preceding claims wherein in the compound 
of formula (I), R^s a group X'R" where X' is oxygen and R" includes a 
mediylene group directly adjacent X'. 

The use according to claim 10 wherein at least one of R', R^ R^ or R" is a 
group X'R'* which includes a bridging alkylene, alkenylene or aUcynylene 
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groups R*. R«, R'*, r* r6, rJ, r«' rp r.- r„- ^v- ^.^ 
R , R', R" and R" and least one such group includes a hydroxy substituent 

12. The use according to any one of the preceding claims wherein in the compound 
of formula (1). R* is a group NHC(0)R> or NHS(0)2R«. where R' is as defined 
in claim 1. 



s 



10 



25 



13. 



TTie use according to any one of claims 1 to 1! wherein in the compound of 
formula (1), R' is a group C(0)R». C(0)0R', S(0)R», S(0)0R'. SCOhOR*. 
C(0)NR'« R". S(0)NR'«R" or S(0)ONR« V where R» R'» and R" are as 
defined in claim 1. 



14 . The use according to claun 12 or claim 13 wherein R'. r'° or R" arc 

independently selected fiom aryl optionally substituted with one or more 
IS functional groups; 

Cwcycloalkyl optionally substituted with one or more functional groups; 
aralkyl optionally substituted witfi one or more functional groups and wherein 
the aiyl portion may further comprise one or more alkyi substituents; 
heterocycyl optionally substituted with one or more functional, alkyl. alkenyl or 
20 alkynyl groups; 

alkyl optionally substituted by a functional group or a cycloalkyl or 
heterocyclyl group wherein the cycloalkyl or heteiocyclyl group may 
themselves be optionally substituted with one or more functional or alkyl 
groups; 

alkenyl optionally substituted by a functional group or an aiyi or heterocyclyl 
group wherein the aiyl or heterocyclyl group may be optionally substitiited witii 
one or more functional or alkyl groups; and 

alkynyl optionally substitiited by a functional group or an aiyl or heterocyclyl 
group wherein die aiyl or heterocyclyl group may be optionally substitiited witfi 
30 one or more functional group or alkyl groups. 
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i. The use according to claim I wherein the compound of fomiula (I) is a 
compound of fonnula (II) 




NHZRM 



5 R-* 

(ID 

or a salt, ester, amide or prodrug thereof; 
where X. R', R\ r\ k\ r« r7 and R« areas defined in claim 1; 
10 Z is C(0) or 8(0)2. and 

R** is optionally substituted hydiocarbyl or optionally substituted heterocyclyl. 

16. The use according to claim 15 wherein the compound of formula (11) is a 
compound of fonnula (IIC) 




NHZRW 



(nc) 

or a salt, es^ or amide thereof; 
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where X is O, or S, S(0) or S(0)2.or NR* where R* is hydrogen or Ci^kyl; 
ZisC(0)orS(0)2. 

R^^ is optionally substituted hydrocarbyl or optionally substituted heterocyclyl; 
R^ and R* are independently selected from hydrogen. halo.CMalkyl, Cm 
alkoxy. CMalkoxymethyl, di(CMalkoxy)methyl, Ci^alkanoyl. trifluoromethyl, 
cyano. amino, C2.5alkenyl. C2.5alkynyl, a phenyl groiq>, a benzyl group or a 5- 
6-membered heterocyclic group with 1-3 heteroatoms, selected independently 
from O, S and N, which heterocyclic group may be aromatic or non-aromatic 
and may be saturated (linked via a ring carbon or nitrogen atom) or unsaturated 
(linked via a ring carbon atom), and which phenyl, benzyl or heterocyclic group 
may bear on one or more ring carbon atoms up to S substituents selected from 
hydroxy, halogeno, C|.3alkyl, Ci.3alkoxy, Cioalkanoyldxy. trifluoromcthyl, 
cyano, amino, nitro, C2^alkanoyl, CMalkanoylamino, CMalkoxycatfoonyl, C|- 
4alkylsulphanyl, CMdlkylsulphinyl, CMalkylsulphonyl, carbamoyl, N-C|- 
4allgrlcarbamoyl, N,N-di(CMalkyl)carbamoyl, aminosulphonyl, N-C|. 
4alkylaminosulphonyl, N^-di(Ci-4alkyI)aminosulphonyl, 
CMallgrlsulphonylamino, and a saturated heterocyclic group selected from 
moipholino, thiomorpholtno, pyrrolidiny], piperazinyl, piperidinyl 
imidazolidinyl and pyrazolidinyl, which saturated heterocyclic group may bear 
I or 2 substituents selected from oxo, hydroxy, halogeno, Ci^alkyl, Ci.3alkoxy, 
Cioalkanoyloxy, trifluoromcthyl, cyano, amino, nitro and C|. 
4alkoxycarbonyl,and 

where R^ R^, R^ and R^ arc independently selected from, halo, qrano, nitro, 
trifluoromcthyl, Ci-aalkyI, -NR^R'^ (wherein R" and R'^ which may be the 
same or different, each represents hydrogen or Cioalkyl), or -X'R*^ (wherein 
X* represents a direct bond, -0-, -CH2-, -OCO-, carbonyl, -S-, -SO-, -SO2-, 
-NR*^C0-, -CONR*^, .S02NR'\ -NR'^S02- or -NR'«. (wherein R'^ R" and 
R*' each independently represents hydrogen, Cioalkyl or Ci.jalkoxyCz.salkyl), 
and R'^ is selected from one of the following groups: 
1 •) hydrogen or Cf.saJkyl which may be unsubstituted or which may be 
substituted with one or more groups selected from hydroxy, fluoro or amino; 
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2*) CjalkylX'COR" (wherein X* repiesents -O- or -NR^- in which 
represents hydrogen. C^alkyl or C.jalkoxyCj.aalkyl) and R'* represents 
C,.,alkyl. -NR1"r» or -OR" (wherein R^'. R^ and R^ which may be the same 
or different each represents hydrogen, C,.jalkyl or CjalkoxyCz.jalkyl)); 
3*) Ci.sallcylX^R^'* (wherein represents -0-, -S-, -SO-. -SOr, -0C0-, 
-NR"CO-. -CONR^'-. .SO2NR"-. -NR^SOr or -NR^'- (wherein R". R^ R^' 
R andR each independently represents hydrogen. Ci.jalkyI or 
C,.3alkoxyC2.3aIkyl) and R^* represents hydrogen. C.oalkyl. cyclopenlyl, 
cyclohexyl or a 5-6-membered saturated heterocycUc group with 1-2 
heteroatoms. selected independently fiom O, S and N. which C^alkyl group 
may bear 1 or 2 substituents selected fiom 0x0, hydroxy, halogeno and 
C walkoxy and which cyclic group may bear 1 or 2 substituents selected from 
0x0, hydroxy, halogeno. Cnalkyl. C^ydroxyalkyl and CMalkoxy); 
4') C,.5alkylX*C,.5alkyIx5R» (wherein X^ and X' which may be the same or 
dififeient are each -O-, -S-. -SO-, -SO2-, -NR^CO-. -CONR^\ -SO2NR"-, 
-NR'-SOi- or -NR^'. (wherein R", R^^ r33, r34 ^35 j^dependentiy 
represents hydrogen. C.oalkyl or Cj.aalkoxyCwalkyl) and R^» represents 
hydrogen or C|.3alkyl); 

5*) R'* (wherein R^' is a 5-6-niembered saturated heterocyclic group (linked via 

carbon or nitrogen) with 1-2 heteroatoms, selected independently fiom O. S and 

N. which heterocyclic group may bear 1 or 2 substituents selected fiom 0x0, 

hydroxy, halogeno, Cwalkyl. C.-Jiydroxyalkyl. Cwalkoxy. CMalkoxyCMalkyI 

and CMallgrlsulphonylCMallgri); 

6*) Ci.jalkylR^* (wherein R^ is as defined in (5') above); 

7*) C2.5aIkenylR'* (wherein R'' is as defined in (5') above); 

8*) C^5alkynylR^* (wherein R" is as defined In (5') above); 

9') r" (wherein R" represents a pyridone group, a phenyl group or a 

5-6-niembered aromatic heterocyclic group (linked via carbon or nitrogen) with 

1-3 heteroatoms setected fiom 0. N and S. which pyridone. phenyl or aromatic 

heterocyclic group may carry up to 5 substinients on an available carbon atom 

selected fiom hydroxy, halogeno. amino. Cwalkyl. Cwalkoxy. 
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10 



25 



CuOiydroxyalkyl, CMaminoalkyJ. CMalkylamino, CMhydroxyalkoxy, carboxy, 
trifluoromethyl. cyano, -CONR"r» and -NR^^COR^' (wherein R". R^*, R^"* 
and R*', which may be the same or different, each represents hydrogen, 
CMalkyI or CijalkoxyCzoalkyl)); 
10') CsalkylR" (wherein R^' is as defined in (9') above); 
1 1 •) C2.5alkenylR" (wherein R" is as defined in<9*) above); 
12') CwalkynylR" (wherein R" is as defined in (9') above); 
13*) C|.salkyIX*R^' (wherein represents -O-, -S-, -SO-, .SO2-, -NR^^O-, 
-CX)NR«., -SO^NR^ -NR^^SOr or -NR^- (wherein R« R^^ R«. R« and R^ 
each independently represents hydrogen. C.-jalkyl or CioalkoxyCwalkyl) and 
R^' is as defined hereinbefore); 

14') Cj-salkenylX'R" (wherein X' represents -O-. -S-. -SO-, -SO2-. -NR*'CO-, 
-CONR«-. ^02NR«-. -NR«>S02- or -NR*'- (wherein R*'. R^ R« R^" and ' 
R" each independenUy represents hydrogen, CMalkyI or Ci.jalkoxyCMalkyl) 
15 and R" is as defined in (9') above); 

15') C2.5alkynyIX'R" (wherein X' represents -0-, -S-, -SO-. -SO2-. -NR*^0-. 
-CONR«-. -SOzNR^-. -NR'^SO,. or -NR^- (wherem R« R« R« R» and R» 
each independently represents hydrogen. Cjallcyl or C,.3aIkoxyC^3aIkyl) and 
R'' is as defined hereinbefore); 

16') C,.3alkyIX'C,.3aIkyIR^' (wherein X» represents -O-, -S-, -SO-; -SQ2-. 
-NR^^CO-. -CONR".. .SQ2NR»., -NR^SQ,- or -NR". (wherein R". R« R» 
R and R*' each independently represents hydrogen, CMalkyI or 
Ci.3alkoxyC2.3alkyi) and R^' is as defined hereinbefore); and 
l7'>C,.3alkylX»C,.3aIkylR'«(wherein and R^ are as defined in (5') above)i 
in the preparation of a medicament for use in the inhibtion of aurora 2 kinase. 
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The use according to claim 1 wherein the compound of formula (I) is a 
compound of fomiula (VI) 




(VI) 

or a salt, ester, amide or prodrug thereof; 

whereX, R'.R\r'.R\r«, and R« are as defined in claim 1; 

YisC,SorS(0). 

R« is a group R', 0R« or NR'»R" where R«. R'» and R" are as defined ii 
claim 1. 

The use according to claim 17 wherein die compound of formula (VI) is a 
compound of formula (VIC) 
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or a sah, ester or amide thereof; 

where X is O, or S. S(0) or S(Oh, or NR» where R» is hydrogen or C.^kyl; 
YisC,SorS(0). 

R« is a group R». OR' or NR'»r" wheie r'. r'" and R" are independenUy 
selected torn hydrogen, optionally subsitituted hydrocarbyl and optionally 
substituted hete«K:yclyl. andR'^andR" may together with the niHogen atom 
to which they are attached, for an optionally substituted heterocycUc ring which 
optionally contains fiuiher heteioatoms, 

R** and R' are independently selected fiom hydrogen. halo.C.^kyl. Cm 
alkoxy. CMalkoxymethyl. di(CMalkoxy)methyl. C„alkanoyl. trifluoiomethyl. 
cyano. amino. C„alkenyl. Q-^alkynyl. a phenyl group, a benzyl group or a 5- ' 
6.membeied heterocyclic gioup with 1-3 heteioatoms. selected independentiy 
fiom O. S and N. which heteiocycUc group may be aromatic or non-aromatic 
and may be satuiated (linked via a ring carbon or nitrogen atom) or unsaturated 
(linked via a ring carbon atom), and which phenyl, benzyl or heterocyclic group 
may bear on one or more ring carbon atoms up to 5 substituents selected from 
hydroxy, halogeno. Caalkyl. Cjalkoxy. Cjalkanoyloxy. trifluorometiiyl. 
cyano. amino, nitro. C^alkanoyl. CMalkanoylamino. CMalkoxycarbonyl. C,, 
4alkylsulphanyl. CMalkylsuIphinyl. Cualkylsulphonyl. carbamoyl. N^,/ 
4alkylcarbamoyl, N.N-di(CMaikyl)carbamoyl. aminosulphonyl. hli,. 
^alkylaminosulphonyl. N.N-di(CMalkyl)aminosulphonyl. 
CMalkylsulphonylamino. and a saturated heterocyclic group selected fiom 
moipholino. «>iomorpholino. pyirolidinyl, pipeiazinyi. piperidinyl 
imidazoUdinyl and pyrazolidinyJ. which saturated heterocyclic group may bear 
1 or 2 substituents selected from oxo. hydroxy, halogeno. Caalkyl. Caalkoxy. 
Cwalkanoyloxy. trifluoromethyl. cyano. amino, nitro and CMalkoxycarbonyl. 
and 

and R'. R^ R\ R< are independentiy selected from, halo, cyano. nitro. 
trifluoix>meti,yl. Caalkyl. -NR^R'^ (wherein R" and R". which may be tiie 
same or different, each represents hydrogen or Cjalkyl), or -X'r'^ (wherein 
X' represents a direct bond. -C. OHj-. OCO-. carbonyl. -S-. -SO-. -SO2-. 
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-NR^CO-, .CONR'«.. -S WR'*-. -NR^SOj- or -NR". (wherein R«. R" and 
R" each independently represents hydrogen, Cjalkyl or C,.3alkoxyCMalkyI). 
and R" is selected from one of the following groups: 
1 •) hydrogen or Csalkyl which may be unsuhstituted or which may be 
substituted with one or more groups selected from hydroxy, fluoro or amino; 
2') CsalkylX'COR" (wherein represents -O- or -NR^» - in which R^' 
represents hydrogen. Cjalkyl or CaalkoxyCj-jalkyl) and R" represents 
Caalkyl. -NRI^'r^^ or -OR^ (wherein R^', R" and R^ which may be the 
same or different each represents hydrogen. Cjalkyl or CjalkoxyCj-aalkyl)); 
3') Ci.salkylx'R^^ (wherein represents -0-, -S-, -SO-, -SO2-, -0C0-, 
-NR"CO..-CONR^^.S02NR"...NR^'»S02-or.NR2'.(whereinR« R^' 
R andR each independently represents hydrogen, Cjalkyl or 
CoalkoxyCj-jalkyl) and R^^ represents hydrogen, Caalkyl, cyclopentyl, 
cyclohexyl or a S^mcmbered saturated heterocyclic group with 1-2 
heteroatoms, selected independently from O, S and N, which Cjalkyl group 
may bear 1 or 2 substituents selected from 0x0. hydroxy. . halogeno and 
Cwalkoxy and which cyclic group may bear I or 2 substituents selected from 
0x0, hydroxy, halogeno, C|.,alkyl. COiydroxyalkyl and CMalkoxy); 
4*) C,.5aIkyIX*CsaIkyIX^R'» (wherein X^ and X' which may be the same or 
different are each -O-. -S-, -SO-. -SO2-. -NR^'CO-. -CONR^\ -SO2NR"-, 
-NR^SO,- or -NR^^ (wherein R". R". r^^ R^^ each independently 
represents hydrogen. Cjalkyl or CjalkoxyCwalkyl) and represents 
hydrogen or Cioalkyl); 

5') R'* (wherein R^« is a 5-6-membered saturated heterocyclic group (linked 
25 via carbon or nitrogen) with 1-2 heteroatoms, selected independently from O, S 

and N, which heterocyclic group may bear 1 or 2 substituents selected from 

0x0, hydroxy, halogeno. Cwalkyl, C.^ydroxyalkyl, C,-,alkoxy, 

Ci^alkoxyCi^kyl and CwalfcylsulphonylCMalkyl); 

6') Ci.salkylR'* (wherein R'* is as defined in (5') above); 
30 ^OCsalkenylR" (wherein R^ is as defined in (5') above); 

8*) Cj-jalkynylR'* (wherein R^ is as defined in (5*) above); 
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9') R" (wherein R" represents a pyridone group, a phenyl group or a 
5.6.niembered aromatic heterocyclic group (linked via carbon or nitrogen) with 
1-3 heteroatoms selected fiom O. N and S. which pyridone. phenyl or aromatic 
heterocyclic group may carry up to 5 substituents on an available carbon atom 
i selected from hydroxy, halogeno, amino. CMalkyl. CMalkoxy, 

C.^ydroxyalkyl, CMaminoalkyl, CMalkylamino. CMhydroxyalkoxy, 

carboxy, trifluoiometfiyl, cyano. -CONR^«R» and -NR^^COR*' (wher^ R» 

R". R** and R^\ which may be die same or different, each represents 

hydrogen, CMalkyl or CoaikoxyCjoalkyl)); 

1 0') CsalkylR" (wherein is as defined in (9») above); 

1 1 •) C^5alkenylR" (wherein R" Is as defined in (9*) above); 

12*) C^5aIkynylR" (wherein R" is as defined in (9') above); 

13') C|.salkyIX«R'' (wherein represents -O-. -S-, -SO-, -SO2-. -NR«CO- 

-a)NR« . -S02NR^ -NR«S<V or -NR« (wherein R« R« R^. r*' and 

R^ each independently represents hydrogen, CMalkyl or CjalkoxyCwalkyl) 

and R" is as defined hereinbefcne); 

I4») C2.,alkeiiylX'R'' (wherein represents -0-, -S-. -SO-, -SO2-, -NR^^CO- 
-CONR«-, -SO^NR^ .NR^°S02- or -NR". (wherein R^^ R^«, R«. R«> ^nd ' 
R" each independendy represents hydrogen, CMalkyl or CoalkoxyC^aOcyl) 
and R^' is as defined in (9') above); 

15') Cz.jalkynylX'R" (wherein X« represents O-, -S-. -SO-, -SQr, -NR^CO- 
-CONR«-, -S02NR« , -NR^SO,. or -NR«- (wherein R« R» R« R» and ' 

each independently represents hydrogen. Cjalkyl or CaalkoxjC^alkyl) 
and R" is as defined hei«inbefore); 

16') Ci.aalkylX'C.jalkylR" (wherein X* represents -O-. -S-. -SO-. .SO2- 
■^''COj -CONR"-, -SO^NR^ . -NR"S02- or -NR"- (wherein R". r", r« 

R" and R«' each independentiy represents hydrogen, Caalkyl or 
CujalkoxyCj-jalkyl) and R" is as defined hereinbefore); and 

17') C,.3alkylX»C,.,alkylR^«(wherein X' and B?' are as defined in (5') above) 
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19. 



10 20. 



IS 



A compound of foimula (HA) which comprises a compound of fomiula (D) as 
defined in claim 15. or a salt, ester, amide or prodrug thereof, provided that 

(i) where R'.R\r', R' and R« are all hydrogen and and R^ are both 
hydrogen or both methoxy, R" Is other than phenyl; 

(ii) where R'. R^ . R«. r' and R« are all hydrogen and R^ and R' are methoxy. 
and Z is C(0), R" is other than methyl; 

(iii) where R'. R^ r\ R^ r', and R« are all hydrogen. X is oxygen. R* is 4- 
methyl -1- piperazinyl and Z is C(0), R« is other methyl. 

A compound of fomiula QIC) as defined in claim 16 or a salt, ester or amide 
thereof provided thati)whereR".R\ R' and R« are aU hydrogen and R^and 
R^ are both hydrogen or both methoxy, R" is other than phenyl; and 
(ii) where R'.R* , r'. r' and R« are all hydrogen and R^ and R^ are methoxy, 
and Z is C(0), R** is other than methyl. 



21. A compound of fomiula (IIB) 




NHZRM 



(UB) 

or a salts, ester, amide or prodrug thereof, 
20 whereR^R^ R^ R^R«,R«ZandXareasdefinedinclaiml5andR^and 

R^' are groups R* and R^ respectively, provided that at least one of said groups 
and preferably R'' is a group of sub-fomiula X'-R"' where X' is as defined 
above, and R"' is agroup R" as defined above in claim I. provided that it is 
other than methyl. 
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A compound of foimula (IID) 




(IID) 

or a salt, ester or amide thereof 

where R". R", r', R«, X, Z and R" are as defined in claim 16 and R^' and R^* 
are groups R^ and R' as defined in claim 16 respectively, provided that at least 
one of said groups and preferably R^' is a group of sub-foimula X*-R"' where 
X' is as defined in claim 16, and R'*' is a group R'* as defined in claim 1 6, 
provided diat it is other than meth^. 

A compound of formula (VIA) 




(VIA) 

or a salt, ester, amide or prodrug thereof. 
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wheieX. Y,R^R^R^ R'.R- are as defined in claiml.R" is as defined in 
claim i 7. and R« and R« are equivalent to and R' as defined above in 
claim I except that at least one of R« or R« is a group of sub-fomiula X'r" 
whereR^is as defined in any oneofclaims 1 to 6. provided that M*en said 
one OfR** or R« is moipholinopropoxy. the other is not a group of sub- 
fonnula (1 8) as defined in any one of claims 1 to 6; a«I further provided that 
when when said one of R" or R« is methoxyethoxy. the other is not methoxy. 



10 



24. 



A compound according to claim 23 of foimula (VIB) 




(VIB) 

or a salt, ester or amide thereof. 

^ X. Y. R'. R\ R\ R\ R» a„ 33 defined in claimlg. R« is as defined in 
claim 18, and R« and R« are equivalent to R^ and R' as defined in claim 18 
except that at least one of R« or R« is a group of sub-fomiula X'r" where 
R" is as defined in claim 18, provided that when said one of R" or R« is 
moipholinopropoxy, die other is not a group of sub-formula (18) as defined in 
claim 18; and furtherprovided that when whensaidoneofR" orR^is 
methoxyethoxy, the other is not methoxy. 



25 



A compound according to any one of claims 19 to 24 where X is NH. 
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26. Acompoundaccordingtoanyoneofclaims 19to24 whereX' isoxygen. 

27. A method for preparing a compound according to any one of claims 19 to 26, 
which method comprises reacting a compound of formula (VHI*) 



Ri- RBS 



10 



IS 



20 




where R is equivalent to the corresponding group of formula R* as defined ui 
relation to the said compound of claims 19 to 26, or a precursor thereof; 

is equivalent to the corresponding group of formula or R^' or R" as 
defined in relation to the said compound of claims 19 to 26, or a precursor 
thereof; 

R IS equivalent to the corresponding group of formula R' or R^'or R*'as 
defined in relation to the said compound of claims 19 to 26, or a piecuisor 
diereof; 

R* is equivalent to the corresponding group of formula R" as defined in 
relation to the said compound of claims 19 to 26, or a precursor thereof;, 
R*' is a group R« where present in the compound of any one of claims 18 to 26 
or is hydrogen where absent, and R« is a leaving group, with a compound of 
formula (DC') 

W 

R86 
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28. 



29. 



where X, R' and R« are as defined in relation to the relevant compound 
according to any one of claims 19 to 26, and R« is a greup of fonnula NHZR« 
or Y(0)R« where Z, R« Y and R« as are defined in the relation to the said 
compound in any one of claims 19 to 26; and thereafter if desired or necessary 
converting a group R'*, R^". r^" or R^' to a group R', R^or R^' or R« . R» or R'* 
or R*' and R^ respectively or to a different such group. 

A method for inhibiting aurora 2 kinase in a warm blooded animal, such as 
man, in need of such treatment, which comprises administering to said animal 

an cfFective amount ofa compound offonnuIaO) as defined m claim l.ora 
pharmaceuticaUy acceptable salt, or an in vivo hydrelysable ester, or amide or 
prodrug thereof. 



or 
oran m 



A compound of the fomiula (HA). (HB) or (VIA) as defined in claim 19. 
ctaim 20 or claim 23 nspecdvcly, or a pharmaceutically acceptable salt 
vivo hydrolysable ester, or amide or prodrug thereof, or a compound of formula 
(UC), (UD) of (VIB) as defined in claim 21. 22 or 24 respectively, ora 
pharmaceutically acceptable salt or an in vivo hydrolysable ester, or amide 
thereof, for use in a method of treatment of the human or animal body by 
therapy. 



A phannaceutical composition comprising a compound of formula (DA), (IB) 
or (VIA) as defined in chum 19. or claim 20 or daun 23 respectively, or a 
phamiaceutically acceptable salt or an in vivo hydrolysable ester, or ^de or 
prodrug thereof, or a compound of formula (HC). (IID) of (VIB) as defined in 
claim 21 . 22 or 24 respectively, or a phamiaceutically acceptable salt or an in 
vivo hydrolysable ester, or amide thereof, in combination with at 
pharmaceutically acceptable carrier. 
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31. The use according to any one of claims 1 to 15 or 17 wherein the compound of 
formula (I) is a prodrug. 
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